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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Accord 2,5 mg oxAnpd koyakio
Lenalidomide Accord 5 mg ckAnpd koyaxio

Lenalidomide Accord 7,5 mg oxAnpd konydiio
Lenalidomide Accord 10 mg oxAnpd kaydxio
Lenalidomide Accord 15 mg oxAnpd kaydxio
Lenalidomide Accord 20 mg cxAnpd koyaxio
Lenalidomide Accord 25 mg oxAnpd kaydxio

2. INOIOTIKH KAI IOXOTIKH XYNO®EXH

Lenalidomide Accord 2,5 mg oxAnpd kowydkio

Kdabe orcdnpd kaydkio mepiéyet 2,5 mg Aevoldopiong.
"Exdoyo pe yvoorn dpdon:

Kabe orxdnpd koydkio mepiéyel 36 mg Aaktdlng.

Lenalidomide Accord 5 mg okAnpd kawydiio

Ka0e orxdnpd koydkio mepiéyet S mg Aevalidouiong.
"Exdoyo0 ue yvowotn dpdon:

Kdabe ordnpd kaydkio mepiéyet 33 mg Aaktodlng.

Lenalidomide Accord 7,5 mg okAnpd kot

KdaBe oicdnpd kaydkio mepiéyet 7,5 mg Aevoldopiong.
"Exdoyo pe yvootn dpdon:

Kabe orxdnpd koyakio mepiéyel 50 mg Aaktdlng.

Lenalidomide Accord 10 mg ckAnpd KoydKio

Ka0e orcdnpd kaydkio mepéyet 10 mg Aevaidopionc.
"Exdoyo0 ue yvowotn dpdon:

Kda0e orxdnpd kaydkio mepiéyel 67 mg Aaktolng.

Lenalidomide Accord 15 mg ckAnpd Koydkio

Kda0e orxdnpd kaydkio mepiéyet 15 mg Aevaidopionc.
"Exdoyo pe yvoorn dpdon:

Ka0e ordnpd kaydakio mepiéyet 100 mg haxtolne.

Lenalidomide Accord 20 mg oxAnpd kowdiio

Kabe orcdnpd kaydkio mepiéyet 20 mg AevaAildopiong.
"Exdoyo0 ue yvowotn dpdon:

Kda0e orcdnpd kaydkio mepiéyxet 134 mg haktolne.

Lenalidomide Accord 25 mg okAnpd koydxia

Ka0e cicdnpd koydkio mepiéyet 25 mg Aevaidopionce.
"Exdoyo pe yvoorn dpdon:

Kabe orxcdnpd kaydkio mepiéyel 167 mg haktolng.

IMa tov TAnpn kaTdroyo TV ekddywv, PA. Tapdypapo 6.1.

3. OPAPMAKOTEXNIKH MOP®H

ZKApo Kowakio (koydkio)



Lenalidomide Accord 2,5 mg 6kAnpd Konydkio

YiAnpd kayakio (erativng peyéboug «5», pnkovg mepimov 11,0 mm €wg 11,8 mm, pe ykpt kdAvppo
KoL adlapovEC AeVKO oo, pe Tommpévn v €voelén «LENALIDOMIDE» o6to kédAvupa pe povpo
YPOUO Kot TV EVOEIEN «2.5 mE» TUM®UEVT] GTO COUN LE TPAGIVO YPDLLO, TOV TEPLEYEL AEVKN £MG
VTOAEVKT] KOVL.

Lenalidomide Accord 5 mg okAnpd Koydxio

ZkAnpa kaydxio Lehativing peyéBoug «5», unkovg tepimov 11,0 mm €wg 11,8 mm, pe adtapoveg
Aguko KaAvppo kot oo, pe Toropévn v £voeEn «LENALIDOMIDE» oto kdAvppo pe povpo
YPOLO Kot TV EVOEIEN «5 ME» TVTOUEVT] GTO GO LE TPAGIVO YPDOLLA, TOL TEPIEXEL AEVKT £MG
VTOAEVKT) KOVL.

Lenalidomide Accord 7,5 mg oxAnpd Konydxkio

ZkMnpa kaydxio Cedativing peyéBoug «4», unkovug tepinov 14,0 mm €wg 14,8 mm, pe adta@oveg AMAd
KAV KO ad10pavES AEVKO oML, pe ToTmpevn Ty Evoetn « LENALIDOMIDE» oto kdAvppo pe
Lo0po XpOH KoL TNV EVOEIEN «7.5 mE» TUTOUEVT] GTO COUO LE TPAGIVO YPDLLO, TOV TEPLEXEL AEVKT
£0¢ VTOAEVKT KOVL.

Lenalidomide Accord 10 mg okAnpd xoydxio

ZKAnpa kaydxio Cedativig peyéBoug «3», unkovug tepimov 15,4 mm €wg 16,2 mm, ple KAALLLO
YPDOLOTOG TPAGTVOL TOV GUALOL KOl AOAPOVEG AEVKO OO0, LE TUTOUEVN TNV EVOEIEN
«LENALIDOMIDE» 610 KGALUUA e Lodpo xpdLo. Kot TNV EVOEIEN «10 mg» TUTOUEVT] GTO COUO, LE
TPACIVO PO, TOV TEPLEYEL AEVKT] £1G VITOALEVKT KOVL.

Lenalidomide Accord 15 mg ckAnpd kaydkia

Zrnpa kayaxkio Cehativng peyéboug «2», pnkoug tepinov 17,4 mm €wg 18,2 mm, pe adtopaves
TOPTOKOAM KAAVULA KOl ad10pavEG AEVKO GO, pe TVTOUEVT TNV €vdeltn «LENALIDOMIDE» oto
KéAvppo te podpo ypodpa Kot TNy voeltn «15 mg» Tummpévn 6To GO [LE TPAGIVO YPMLLOL, TOV
TEPIEYEL AEVKT] £MC VTTOAEVKT] KOVL.

Lenalidomide Accord 20 mg cxAnpd KoyaKio

SiAnpd kayakia (erativng peyéboug «1», ppkoug mepimov 19,0 mm éwg 19,8 mm, pe adiapavég
TPAGIVO KAALHLE KO 0d10QAVES AEVKO GMUA, pe TVT®pEVT TV EvoelEn « LENALIDOMIDEY cto
KéAvpupo pe padpo xpdpo Kot Tny voeiEn «20 mg» TUTMUEVT] GTO GO0 LE TPAGLVO YPMLLA, TOV
TEPLEYEL AEVKT EMG LITOAELKT KOVL.

Lenalidomide Accord 25 mg okAnpd koydxkio

ZrkAnpa kaydxio Cehativing peyéBoug «0», unkovg mepirov 21,0 mm €wg 21,8 mm, pe Agvkd
adpavEg KGAvppo Kot odpa, pe Tomapuévn v évoelén «LENALIDOMIDE» 6to kdAvupo pe poopo
YPOUO Kot TV EVOEIEN «25 mE» TUIOUEVT] GTO CAOUM [LE TPAGIVO YPDUM, TOV TEPIEXEL AEVKT £OG
VLOAEVKT) KOVL.

4, KAINIKEX ITAHPO®OPIEX

4.1 OgpomevTiKéG EVOEIEELS

HolMomAd pouéhopa

To Lenalidomide Accord g povobepameio evdgikvotal yia tn Oepameio cuvinpnong eviiikov

acfevav pe veodaryvooBEv moAlomAd poédmpa, ot omoiotl Exovv voPAnbel oe avtdroyn
LETAUOGYEVOT) APYEYOVMV KVTTAPMV.

To Lenalidomide Accord wg Bepamneio cuvdvaouod pe de&apebalovn N Boptelopipmn kot
de&apebalovn N pedpardvn kai tpedvilovn (PA. mapdypapo 4.2) evdsikvutal yia tn Bepomeia
evnAkwv 060evev e ToAOTAO LuEA®pL, 6TOoVG 0Toiovg Oev £xel xopnynoel mponyoduevn Bepameio
Ko 01 0TT0{0t deV ivot KOTAAANAOL Y10, LETAUOGYELON.
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To Lenalidomide Accord ce cuvdvaoud pe t de&apebaldvn evdeikvotor yio tn Ogpomeio evniikov
0ao0evav pe TOAATAO LVEAMUA, GTOVG 0TToioVg EXEL Yop1YNOEl TOLAGYIGTOV pHio TPpON YOO UEVN
Oepameio.

MuglodvomAaoTiKd GhvEpoua

To Lenalidomide Accord wg povobepameia evdgikvotal ya tn Oepameio evniikov aclevav pe avorpio
OV OmoTel pLeTayyioelg AOY® LVEAOSVOTAUCTIKMY GLVIPOU®OV ¥aUnAoD 1 Lecaiov-1 Kivdhvov mov
oxeTilovTal PE TN HELOVMUEVT] KUTTOPOYEVETIKT OVOUOAN OTOAELNS TOV LAKPOD CKEAOVE TOV
YPOUOCMUATOC 5, OTOV AALEG BepamevTiKéc EMAOYEG Eivol aVETOPKEIG 1) AKATAAANAES.

Aépoopo amd KOTTOpa TOL povdva.
To Lenalidomide Accord g povobepameia evdgikvotarl yo t Bepaneio evnlikov acBevav ue
vroTpomdov 1 avBekTKd AEpPmua omd KOTTOp Tov povdva (BA. mapaypdeovg 4.4 kot 5.1).

Olmdec Aépooua

To Lenalidomide Accord e cuvdvacud pe prrovépdpnn (ovticopa Evavtt tov CD20) evdeikvoton
v T Oepomeia evnikwv acbevov pe olmoeg Aéppopa (faburov 1-3a) mov eiye TpoNnyoLHEVMG
voPAn0Oel o Oepameia.

4.2 Aocoloyio kol TPOTOG YOPNYNONS

H Oepancio pe Lenalidomide 6o mpénel va emPAréneton and TeEnepapévo 1Tpod ot xpnon
OVTIKOPKIVIKOV OEPOTELDV.

IMo 6)eg T1c evOeilelc Tov TEPYPAPOVTOL TOPUKAT®:

e H d60m tpomomoteitar pe Paon ta KAk Kot epyactnplokd svpipoto (PA. mapdypapo 4.4).

e Ovmpooaployég Tng 60omc, Kotd T didpketa g Oepaneiog kot katd v enavévapén g
Oepameioc, cuvicT@VvToL Yo TNV avTiipnetdnion fadupov 3 1 4 BpopPomeviog, ovdetepomeviag, N
AN G to&kdtnrag Babpod 3 N 4, n ool kpivetatl 6T oyetiletar pe Tn Aevoldouion.

o g mepintmon ovdeteponeviag, Oa mpémel va eEeTAlETOL 1) XPNOT AVENTIKDY TOPAYOVIOV GTN
dwxeipion tov 0eBevong.

o Edv é&yovv mapéibel Mydtepeg and 12 dpeg amd pia d6om mov moporeipdnke, o acbevig
umopet va mapetl ™ doon. Edv Exovv mapéibel mepiocdtepec amd 12 dpec omd TV KOvVoviKni
oOpo ANYNS pog 66ong mov mapoieipdnke, o acBevig dev mpémetl va mhpeL T 6061, AALE Vo
TAPEL TNV EXOUEVN dOGT KOTE TNV KAVOVIKT) GPOL TNV ETOUEVT NUEPT.

Aocoloyia
Neodiayvawasy moldardd uvéiwuo (NAIIM)

Aevaiidouion evveipnong oe acbeveic mov Eyovy vrmofinbel ae avtoioyn ueTopooyeLaN APYEYOVDV
KvTIdpv (autologous stem cell transplantation - ASCT)

H Aevaiidopidn cuvtinpnong Ba mpénet va EeKva PETE amd ETOPKT OQUUOTOAOYIKY OTOKATACTOOT) LETA
am6 ASCT og acBeveic yopic Evoeien eEeMéng. H Aevaiidopidn dev mpénet va Egxiviioet €6v o
Ané?wrogg Ap1Opdg Ovdetepogirov (ANC) eivar < 1,0 x 10%1 kv o apdpoc tov oponstariov sivor
<75 x 107/.

2oviotwuevy 00on

H ocvvietdpevn d6om évapéng givar 10 mg Aevoridopuiong xopnyodUEVA GO TOV GTOUATOC [io popd.
v Nuépa cvveyoueva (katd tic nuépeg 1 €mg 28 og emavaiapfavopugvong KOKAOVG 28 nuepmv), LEYPL
v e£EMEN TG vOGoL 1 TN Un avoyr. Metd amd 3 kokhovg Aevoldopidng cuvtnpnong, n 66on
umopet va avénbet og 15 mg and tov otoOHATOG Lia opd TNV NUEPA, GV Vol AVEKTY.

o Bruoto. usiwong ts 00ong

| Adon évapéng (10 mg) | Se nepintoon avEnong e |

4



doom¢ (15 mg)“

Eninedo d6onc -1 5 mg 10 mg
Eninedo d6ong -2 5 mg (Muépec 1-21 kdOe 28 5mg
MUEPES)
Eninedo d6ong -3 Agv gpappoleton 5 mg (muépeg 1-21 kdOe 28
MUEPES)

Mnv yopnyeite d6oM KAT® TOV
5 mg (muépeg 1-21 kdOe 28
MUEPES)

Metd amd 3 KhkAovg Aevaldopidng cuvtipnong, n 66on propei va avénbei og 15 mg and tov oTONNTOG [ice popd TV NP, GV givar
AVEKTN.

e Opouforevia

Otov 0 apoTeETaMA ZuvicT®UeVN TopEia

Meiwfovy ot < 30 x 10%/1 Awkoyte ) Bepaneio pe AevaAidopion

Emiotpéyouy og > 30 x 10%I Havapyiote T AevaAdopion 61o eninedo doomg -
1 pio eopd v nuépa

"o k40 emdpevn peioon kéto amd 30 x 1091 Awkoyte ) Bepameio pe AevaAldopion

Emotpéyouy oe > 30 x 10%I Eavapyiote T AevaAidopion 61o apécmg

YOUNAGTEPO EMiMESO dOONG Lio POPA TV NUEPQ

e Amdlvrog api8udc ovdetepopiiwv (ANC)-ovdetepomevio,

Otov o ANC ZuvieTopevn Topeia”
Mewwbsi oe < 0,5 x 10%/1 Awkoyte ) Bepaneio pe AevaAldopion
Emotpéyet oe > 0,5 x 1071 Havapyiote T AevaAdopion 61o eninedo doomg -

1 pio @opd v nuépa

"o k40 emdpevn peioon kéto omd < 0,5 X 10%/1 | Awxdyte ) Oepameia pe Aevaldouion

Emotpéyet oe > 0,5 x 1071 Eavapyiote T AevaAidopion 61o apécmg
YOUNAGTEPO EMimEdO dOONG Lio pOPA TV NMUEPQ

¢ Katd v kpion tov yiatpov, dv 1 ovdeteponevia eivat 1 LOVN TOEIKOTNTO GE OTOLOINTOTE EMINTEDO OONGC, TPOGOEGTE TAPAYOVTQL
S1éyepong anokidv KokkokuTtapwv (G-CSF) kot dtatmpniote 1o eminedo d6ong g Aevoridopiong.

Agvatidouion os ovvovaoud us decoucbalovny uéypt tny ecéiién e vooov og aobsveic mov dev givor
KOTAAANAOL Y10, UETOUOTYEDOT]

H 0gpaneio pe Aevoldopion dev mpémet vo Eektvioet v o ANC eivan < 1,0 X 10%1, ko o aptdpdg
TV apometodiov sivar < 50 x 10%1.

2oviotwuevy 00on

H ocvvietduevn d6om évapéng g AevaAidopuiong ivail 25 mg yopnyovueva, and Tov 6TOUATOG pia
@opa TNV Nuépa Katd Tig nuépes 1 €mg 21 emavolopufoavopevemv KOkAmv 28 nuepov.

H ocvvietdpevn d6om g de&apebalovng eivar 40 mg yopnyobueva omd Tov 6GTONATOG [io popd TNV
nuépa katd tig Nuépeg 1, 8, 15 ko 22 emoavorappavopevoy kokiov 28 nuepav. Ot acbeveig pwmopei va
ocvveyioovv 1 Oepameio pe Aevaldopion kot deapedalovn puéxpt mv e&€Mén g vosou i T un
avoyn.

Brjuara usiwong e doong

Agvaidouion” AgEauebalovn®
Adon évapéng 25 mg 40 mg
Eninedo 06omg -1 20 mg 20 mg
Eninedo d6ong -2 15 mg 12 mg
Eninedo do6omg -3 10 mg 8 mg
Eninedo doomng -4 5 mg 4 mg
Eninedo d6ong -5 2,5mg Agv gpapuoletan

“H peioon g d6ong o apgdtepa to Tpoidvia pmopel va dwuyeiprotel aveapnra




Opouporevia

Otav ta ayometdiio YUVIGTOUEVT TOPEin

Mewwbovy g < 25 x 10%/1 Awoxoyte tn docoAoyio e Aevaiidopidn yio to
VITOLOTO TOV KOKAOL®

Emiotpéyouy og > 50 x 10%I Meuwote katd éva eninedo 60omg Otav M

docoloyia Eavapyicel 6Tov ETOUEVO KOKAO

* Xe mepintmon epedviong doconeploptotikig to&ucotnrag (Dose limiting toxicity, DLT) petd v nuépa 15 evog kdkhov, n docoloyia pe
Aevaldopion Oa StakdTTETAL Y10t TOLVAGYIGTOV TO VIOAOLTO TOL TPEXOVTOG KUKAOL 28 MUEPDOV.

Amolvrog apiBudc ovdetepopiiwv (ANC)-ovdetepomevio,

Otov o ANC SUVIGTOUEVT TTOPEia

Melwbsi y1a Tpd Popd oe < 0,5 x 101 Awkoyte T Oepamneio pe Aevaidopion
Emotpéyet og > 1 x 1091 6tav 1 Eavoapyiote T Aevoiidopion otn do6on Evopéng pia
ovdetepomevia gival n udvn TopaTnpovuEVN Qopd TNV Nuépa

to&ikdTNTOL

Emotpéyet og > 0,5 X 10%1 dtav Havopyiote tn AevaAidopion oto eninedo 66omg -1
TOPATPOVVTUL SOGOEEUPTMEVEG pia @opd v nuépa

OUOTOAOYIKEG TOEIKOTNTEG, EKTOG TG

0VOETEPOTEVING

r 1(; Ké0e emdpevn trdon kato and < 0,5 X Awkoyte ) Ogpaneio pe Aevaidopion

10°/1

Emotpéyet og > 0,5 x 10%/1 Eovapyiote T AeVOALOOUIdN 6TO AUECMG

YOUNAOTEPO EMimEdO dOONG Lio POPA TNV NUEPT.

¢ Kot v kpion tov yorpov, edv 1 ovdeteponevia givar 1 pdvn to&KOTTA 68 0mo10d1T0TE £Minedo 360G, Tpochicte mapdyovia
Siéyepong omokidv kokktokvttapav (G-CSF) ko Statmprote To eninedo d6ong g Aevolidopiong.

IMo apatoroykn To&kdTnTa 1) 6661 TNG AEVAAISOUIONG Uropel va eloayBel ek vEOV GTO OUESMG
VYNAOTEPO eMimedo dOoMG (EG Kat TN dO0T EvapEng) LETA TN PeATiOT TG AEITOVPYIONG TOV HVEAOD
TV 06TOV (Kopio anatoloyikn ToEkoTnTa Yo TovAdyiotov 2 dtadoyikovg koklovg: ANC >1,5 X
10%/1 pe ap1Op6 arpometoriov > 100 X 10°1 katd v &vapEn evog véou KHKAOD).

o Aevoldopidn ce cuvovacud pe Boptefopiumn kot defopebalovn akolovbovueveg and
Aevordouion kot deéouebalovn uéypt tnv eEEMEN e vocov og acheveic mTov dgv gival
KOTAAANAOL Y10 petapdoysvuon

Apyixn Geporeio: Aevatidouion oe ovvovaouo ue fopteCouiunn koi oeloucbalovy

H Aevaiidopidn oe cvvdvacuo pe foptelopipmm ko de&apedaldvn dev npémet va EeKvioet €4V o
ané)mroggaptepég ovdetepopilmv (ANC) givon < 1,0 X 10%/1 ko o apOpdg Tov apomeTodiov sivat
<50 x 107/1.

H ocvvietdpevn d6om évapéng eivor 25 mg Aevaldopiong amd Tov 6TOUOTOS pic Gopd TV NUEPA TIG
nuépeg 1-14 kabe korhov 21 nuepdv o€ cuvovacuo pe Poptelopipmn ko de&opedalovn. H
Boptelopipm Oo mpémet va yopnysiton pe vrodopia éveon (1,3 mg/m? emedveiog cOPOTOC) 500 PopPEG
v efdopdda Tig nuépeg 1, 4, 8 ko 11 kdbe xvxdov 21 nuepov. ['a tpdcheteg mAnpopopiec oyeTKd
HE TN 006, TO TPOYPULLLO KOt TIG TPOCAUPLOYEG TG 0OCTG TMV PUPLOKEVTIKAOV TPOIOVT®V TOV
YopNyouvTaLl pe T AevaAidouion, PA. [apdypapo 5.1 kot tnv avtictoyn [lepiAnyn tov
Xapaxtnpiotikdv tov [Ipoidvroc.

Xuvictovtol £0¢ oKTd KOKAOL Bepaneiag 21 nuepmv (24 efoopnddeg apyikng Bepaneiog).
2vveyouevy Gepameio: Aevalidouion oe ovvovaouo e oeloucdalovn uéxpt v eéeliln

Yvveyiote ta 25 My Aevaldopiong amd Tov 6TOHOTOC [ popd TNV NUépa Tig nuépeg 1-21
gmovarapPovopevov KOKA@V 28 nuepmdv o€ cuvdvacuo pe de€apedalovn. H Bepameio Oa mpénet va

ocuveyiletar péypt v €£EMEN TG VOGODL 1 TNV EUPAVIOT] LT OTOOEKTNG TOEIKOTNTOG.

o Brjuozo ugiwong e 00ong



Agvaiidouion”
Adom évapéng 25 mg
Eninedo d6onc -1 20 mg
Eninedo doomg -2 15 mg
Eninedo d6ong -3 10 mg
Eninedo d6ong -4 5mg
Eninedo d6onc -5 2,5mg

“ H dwyeipion g peicong g 66omg yio Oda ta Tpoidvta pmopei va yivet ave&aptnta

e Opouforevio,

Otav ta aypometdiio ZUVIGTOUEVN TTOpEin

Mewwdovy g < 30 x 10%/1 Awkoyte ) Oepameio pe AevaAldopion

Emotpéyouy oe > 50 x 10%I Eavapyiote T Aevaiidopion oto eninedo
d06onc -1 pio eopd v nuépa

TI'a k40e endpevn Trdon Kato omd 30 X 10%1 Awkoyte ) Oepameio pe AevaAldopion

Emotpéyouy og > 50 x 10%I Eovapyiote T AEVOAIOOUION OTO AUECHG
YopnAdtepo eninedo d6oNG o popd v
nuépa

o Amdlvtog apiBuds ovdetepopilwv (ANC) - ovdeteporevio

Otav o ANC Yuvictmuevn mopeia”

Me1wbsi y1a tpd popd oe < 0,5 x 107/ Awkoyte ) Oepameia e AevaAldopion

Emotpéyet oe > 1 x 10%1 dtav 1 ovdeteponevia Eoavapyiote T AevaAldopuidn ot d6om Evapéng

glval 1 povn mapoatnpovuevn To0EIKOTNTO pio @opd v nuépa

Emotpéyet o€ > 0,5 X 10%/1 dtav mapatnpodvio Eovapyiote T AevaAldouidn oto eninedo

3000eEUPTMUEVES AUATOAOYIKEG TOEIKOTNTEC, EKTOG  dO0omMG -1 pio popd v nuépa
TNG OVOETEPOTEVIOG

T'a k40e emdpevn peioon kéto ard < 0,5 x 101 Awkoyte ) Oepameio e AevaAldopion

Emotpéyet oe > 0,5 x 1071 Eovapyiote TN AeVOAIOOUION 0TO AUECOG
YopnAdtepo eninedo d6oNG pio popd v
nuépaL.

¢ Kot v kpion tov yorpov, edv 1 ovdeteponevia eivat 1 pdvn T1o&k6TNTA 68 0MO10d1ToTE EMinedo d6oMG, TPochiate Tapdyovia
S1éyepong anokidv KokklokvTtdpwv (G-CSF) kot dtatnpniote 1o eninedo d6ong g Aevoridopiong.

Agvatidouion os ovvovoaouod ue usipaidvny koi tpeovilovn axoiovbodusves amod Asvaiidouion
oLVTIPNONS 0& QoBsVEIC TOV OEV EIVOL KATAAANAOL Y10 UETOUOTYEDOH

H 0gpaneio pe Aevoldopidn dev mpémet vo Eektvioet v o ANC eivan < 1,5 X 10%1, ko o aptdpdg
TV apometoiov sivar < 75 x 10%1.

2oviotwuevy 00on

H ocvvietduevn d6on évapéng sivat Aevaiidopion 10 mg yopnyodueve amd Tov 6TOUOTOC pia @opd
v Nuépa katd Tic nuépeg 1 g 21 emavarapfavopevoy kokimv 28 nuepav yio £og Kot 9 khkiovg,
peapaidvn 0,18 mg/kg yopnyovpeva amd Tov oTOHOTOG KaTd TIg NuéPeS 1 €wg 4 enavarlapPavopevov
KoK oV 28 nuepav, Tpedvilovn 2 mg/kg xopnyobueva omd ToL GTOUATOG KaTd TIC NUéPeg 1 Emg 4
gmovaiapPovopevav kKokAwv 28 nuepmv. Ot acbeveic Tov oAokAnpdvovy 9 KHKAOVG 1 TOV AdVVATOVV
Vo 0AOKAN p®OGOVV 1] Bepameia cuvovAGHOL AOY® U ovoyxng Aappdvovy povobepaneio pe
Aevadopion wg eEnc: 10 mg yopnyovpeva omd Tov GTOUATOS Lo pOpa TV NUEPA KATA TIG NHEPES 1
€w¢ 21 emavaiopPavépevov kKokhov 28 nuepmv péypt v e£EMEN TG vOGOUL.

Bruoza peiwons e doong

AgvaMdouion MeApolavn [pedvilovn
Adon évapéng 10 mg*® 0,18 mg/kg 2 mg/kg
Eningdo d6omg -1 7,5mg 0,14 mg/kg 1 mg/kg
Emninedo doong -2 5 mg 0,10 mg/kg 0,5 mg/kg
Eninedo doong -3 2,5 mg Aev gpapudleton 0,25 mg/kg




¢ Edv n ovdetepomevia givan 1 povn to&kOT e 6€ 0m01001T0TE £Minedo d0oNG, TPochHEoTe TopdyovTa S1EYEPONG AMOIKLDY KOKKIOKVTTAP®OV

(G-CSF) ko dratnpriote to eminedo d6omg g Aevaidopiong

Opouforevia

Ortov 0 apomeTdMa

2UVICTOUEVN TOPELQ

Mewwbobv yio TpdT™ Qopd og < 25 X 109/
Emotpéyouy oe > 25 x 10%I

Awkoyte ) Bepameio pie AevoAOOpidN
Eavapyiote TN AeVoALOOUIdN KoL TN LEAPAAGVT GTO
emingdo d6ong -1

Mo k40e emdpevn mrdon kato omd 30 x 10%1
Emotpéyouy oe > 30 x 10%I

Awkoyte T Ogpamneio pe Aevaldopion

Eavapyiote TN AevaAOoUidn 6To aUESOG XOUUNAOTEPO
eninedo d6ong (eminedo 660G -2 7N -3) pio popd v
nuépa

Amolvrog apiBudc ovdetepopiiwv (ANC)-ovdetepomevio,

Otav o ANC

ZUVIGTOUEVN TTOPEiQ

Melwbobv yia TpdT™ popd og < 0,5 X 10%/1*
Emotpéyouv oe > 0,5 X 10%1 6tav 1
ovdetepomevia gival n udvn TopatnpovuEVN
to&ikdTNTOL

Awkoyte ) Ogpaneio pe Aevaidopion
Eavoapyiote T Aevoiidopion otn do6on Evopéng pia
@opd TNV Nuépa

Emistpéyovy og > 0,5 X 10%1 dtov
TOPATPOVVTUL SOGOEEUPTMEVEG
OLLOTOAOYIKEG TOEIKOTNTES, EKTOG TNG
0VLOETEPOTEVIDG

Hovapyiote T AevaAldopidn oto eninedo d6omng -1
pia @opd v nuépa

T"a ke emdueV TTDOOoN KATO amd < 0,5 X
10%/1
Emotpéyovv og > 0,5 x 107/

Awokoyte ™) Bepameia e AevolOopion

Eovapyiote TN AeVOAIOOUIdN 6TO AUECMG
YOUNAOTEPO EMimEdO dOONG Lo GOPA TNV NUEPT.

“ Kot v kpion tov yorpov, edv 1 ovdeteponevia eivar 1 pdvn t1o&kOTTA 68 0mo10d10TE £minedo d00mG, Tpochicte Tapdyovia
déyepong anokidv KokklokuTtapwv (G-CSF) kot dtatmpniote 1o emimedo d6ong g Aevoiidouiong.

Tollomho puoélwuo us tovddyiorov wio mponyovucvy Ospomeio,

H 0gpaneio pe Aevoldopion dev mpémet vo Eektvioet €dv o ANC eivan < 1,0 X 10%1, ko o aptdpdg
TV aponetoiiov sivar < 75 X 10%1 1, avéloya pe T S11ONGON TOL LVEAOD TOV 06TAV amd
TAOGHATOKDTTAPA, aplOpdg atpometoiiov < 30 X 10%1.

2oviotouevy 00on

H ocvvietdpevn d6om évapéng g Aevaiidopuiong givai 25 mg yopnyovpeva and Tov GTOUATOG pia
@opa TNV Nuépa Katd tig nuépes 1 €wg 21 enavolopPavopevov kikiwv 28 nuepov. H cuvietdpevn
d0om de€apebalovng eival 40 mg yopnyoOUEVA 0O TOL GTOUOTOG Lo POPE TNV NUEP KOTE TIC
nuépeg 1 éog 4, 9 ¢wc 12 ko 17 émg 20 kdbe kdrhov 28 nuep®V Yo TOLE TPMOTOVG 4 KOKAOVG
Oepamneiog kol 6t cuvéyeln 40 mg pio eopd TNV NUEPQ Katd Tig Nuépes 1 £wg 4 ke 28 nuépeg. Ot
GUVTOYOYPAPOL 1Tpoi Ba pémel va a&loloyohv TPoceKTKA oo doon deEapefalovne mpénet va
¥pPNOWoTolEiTaL, AaUBAvovTag vVIOYN TNV KOTAGTACT TOL 0cfevong kot TG acévelag Tov.

Bruoza usiowong s doong

Adon évapéng 25 mg
Eninedo 06omg -1 15 mg
Eninedo 06omg -2 10 mg
Eninedo d6onc -3 5 mg

Opouforevia

Otav ta cpometdiio

2UVIGTOEVT TOpEin

Mewwbobv yio TpdT™ Qopd o < 30 x 10Y/
Emotpéyovv og > 30 x 107/

Awoxoyte T Oepameio pe Aevaldopuion
Havapyiote T AevaAdopidon oto enimedo doong -1

Mo k40e endpevn mrdon kéto omd 30 x 10%1
Emiotpéyouy og > 30 x 10%I

Awkoyte T Ogpaneio pe Aevaldopion

Zoavopyiote T AEVOMOOUIOT GTO AUECHS YOUNAOTEPO
eninedo d6on¢ (eminedo 06oMC -2 M -3) pio popd v
nuépa. Mnv yopnynoete d6on KpodTEPN TV S MY
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uio @opd v nuépal.

Ovdetepormevio.

Ortov o ovdeTepdOIAL 2UVICTOUEVN TOPEiN

Mewwbobv yia Tpd™ Popd og < 0,5 X 10%I Awokoyte T Bepameia e Aevaildoopion
Emotpéyouy og > 0,5 x 10%/1 6tav 1 ovdetepomevia Eavapyiote T AevaAldouidn otn 06on
glvar 1 povn mapoatnpovpevn ToEIKOTNTO &vapéng pio eopd Ty nuépa
Emotpéyouy oe > 0,5 X 10%/1 6tov mapotnpodvrot Eovapyiote T AevaAldouidn oto eninedo
30G0EEUPTMOUEVES OULATOAOYIKEG TOEIKOTNTES, EKTOG d6on¢ -1 pia popd v nuépa

TNG OVOETEPOTEVIOG

o k40e emdpevn Trdon kato omd < 0,5 x 10%/1 Awkoyte ) Oepameio pe AevaAldopion
Emotpéyouy og > 0,5 x 107 Eovapyiote TN AeVOAIOOUIdN 0TO AUECHG

YOUNAOTEPO eTimedo doong (eminedo dooNG -
1, -2 1 -3) pio popd Vv nuépa. Mnv
Yopnynoete 400N WKPOTEPN TOV 5 Mg piot
Qopd TNV NUéPa.

¢ Katd v kpion tov yiatpov, dv 1 ovdeteponevia givat 1 LOVN TOEKOTNTO GE OTOLOINTOTE EMINTEDO OONGC, TPOGOEGTE TAPAYOVTQL
Siéyepong amokidv kokktokvTtdpmv (G-CSF) ko dtatnpnote 1o eninedo d6ong g Aevoridopione.

Mvelodvorrootixd acvvopouo (Myelodysplastic syndromes-MDS)
H Ogpansio pe Aevoldopidn dev mpémet vo Eektvioet v o ANC eivar < 0,5 X 10%1 ko 0 aptBpoc
apometakiov sivor < 25 x 10%/1.

2oviotwuevy 00on
H ocvvietdpevn d6om évapéng g Aevaiidouiong givar 10 mg yopnyovueva, and Tov 6TOU0TOG pia
©opa TNV Nuépa Katd tig nuépes 1 €mg 21 emavolopfavopevev KOkAmv 28 nuepov.

®  Bruaro ueiwons g doans

Adom évapéng 10 mg pio opd TNV nuépa kota Tig nuéPes 1 €mc 21 kabe 28 nuépec
Eninedo doomng -1 5 mg pia @opd v nuépa katd Tic nuépeg 1 g 28 kabe 28 nuépeg
Eninedo doomg -2 2,5 mg pia @opd v nuépa katd Tic nuépeg 1 £mg 28 kdbe 28 nuépeg
Eninedo d6ong -3 2,5 mg ke devtepn nuépa Katd Tig nuéPes 1 €mg 28 kabe 28 nuépec

e Opouforevia

Otav ta ayometdiio 2UVIGTOUEVT TOPEin

Mewwdovy g < 25 x 1091 Awoxoyte tn Bepaneio pe Aevoldopion
Emotpéyouy oe > 25 x 1091 - < 50 x 107/ Eavopyiote 1 AeVaAISOUIdT 6TO OUECHG
TOVAGLOTOV 2 POPEG Yo > 7 Muépeg N 6tav o apBudg  yapnAdtepo eminedo d6ong (eminedo d6oNG -
TV aponetoAiov etavéldet og > 50 x 10%1 1,-21-3)

OTO10ONTTOTE GTIYU

e Amdivrog apiBudc ovdetepopilwv (ANC) - ovdetepormevio

Otav o ANC JUVIGTOEVN TOpEin

Mewwbei oe < 0,5 x 10%/1 Awaxoyte ) Oepaneio pe Aevordopion

Emotpéyet og > 0,5 x 10%/1 Eovapyiote T AEVOAIOOUION OTO AUECHG
YOUNAOTEPO eMimedo dOomg (eninedo dooNG -
1,-21-3)

Awoxonn e Aevoaridouiong

AcBeveig yopig TOLALYIOTOV Lo EAGCCOVO EPLOPOTOMNTIKY AVTOTOKPLOT EVTOG 4 UNvdv omd TV
évapén g Oepameiag, mov amodeKVOETUL Amd (Lo, Leimon TovAdyLeToV Kotd 50% Tmv amatthcemy
UETAYYIONG 1), OE TEPMMTMOGELG TOL OEV AMALTEITOL PLeTAYYIomn, pa avénon 1 g/dl g aposparpivng, Oa
TpEmEL va OlokOmTTOVV TN Bepomeia pe AevaAdopion.

Aéupwuo amd xkborrapo tov uovova. (AKM)
2oviotwuevy 00on

H ovvietdpevn 86on Evapéng g Aevaridopiong eival 25 mg xopnyoOUeVa amd TOL GTOUOTOC Lia
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@opd TNV Nuépa kotd Tic NuEpec 1 ém¢ 21 emavarapPoavopevav Kokimv 28 nuepdv.

®  Bruaro ueimwong g doans

Abdon évapéng

25 mg pio opd TNV nuépa KoTd Tig nuépeg 1 €mc 21, kdbe 28 nuépeg

Eninedo d6ong -1

20 mg pio opd v nuépa Kotd T1g nuépes 1 g 21, kdbe 28 nuépeg

Eninedo 06omng -2

15 mg pia opd v nuépa Katd tig nuépeg 1 €mg 21, kébe 28 nuépeg

Eninedo d6onc -3

10 mg pio opd tnv nuépa katd Tic nuépeg 1 mg 21, kébe 28 nuépeg

Eninedo doong -4

5 mg pia @opd v nuépa katd tic nuépeg 1 émg 21, kdbe 28 nuépeg

Eninedo doomg -5

2,5 mg pio @opd Ty nuépa katd Tig uépeg 1 éog 21, kabe 28 nuépect
5 mg kdBe devtepn Nuépa Katd Tic nuépeg 1 wc 21, kébe 28 nuépeg

1_ Yg ydpeg 6mov Sratifetan To KoydKlo Tov 2,5 mg.

e Opouforevia

Otav ta ayometdiio

2UVIGTOUEVT TOPEin

Meiw0ovv o < 50 x 101

Emotpéyovv og > 60 x 1071

Awoxoyte tn Bepaneio pe Aevoldopion kot
TPOYUATOTOMGTE VO TATPEG OLLLOSLAY POULLLLOL
(Complete Blood Count, CBC) tovAdyiotov kabe 7
nuéPeg

Havapyiote T AevaAdopidn 6Tto aUEcmg XoUNAOTEPO
eninedo doong (eninedo 66omg -1)

I'a kd0e endpevn nrdon kato omd 50 X 10%1

Emiotpéyouy og > 60 x 10%I

Awkoyrte T Oepameia e Aevaldopion kat
npoypatoromote Eva CBC tovddyiotov kdbe 7
NUEPEG

Zavopyiote T AEVOMOOUIOT GTO AUECHS YOUNAOTEPO
eninedo o6on¢ (eminedo ddon¢ -2, -3, -4 1} -5). Mnv
YOPNYNOETE dOGN UIKPOTEPT TOV EMTESOV OGNS -5

o Amolvrog apiuog ovdetepopiiwv (ANC) - ovdeteponevia

Otav o ANC 2UVIGTOUEVT TOPEin
Mewwbei oe < 1 x 10%1 y10 TovAdyioTov 7 Awkoyte ) Oepameio pe Aevaldopion kot
nuépeg npaypatoromote Eva CBC tovhdyiotov ke 7

Mewwbsi oe < 1 X 10%1 pe oyeTi{opEVO TUPETO
(Beppokpacio copatog > 38,5°C) 1
Mewbei og < 0,5 x 10%1

NUEPES

Emotpéyet oe > 1 x 1071

Eovapyiote T AeVOAISOUIdN 6TO AUECMG
yopnAotepo eminedo doong (eninedo ddong -1)

I'a k0e emdpevn mrhon kéto omd 1 x 1091
Y TOVAGyLeTOV 7 NUéPeg N Ttdon og < 1 X
10%/1 e oyeTi{opevo mopetd (Beppokpacia

cohpatog > 38,5°C) 1§ mrdon o < 0,5 x 1091

Emotpéyet oe > 1 x 1071

Awokoyte ™) Bepameia e AevoAOouidn

Eovapyiote T AeVOAIOOUIdN 6TO AUECMG
YoUnAdTEPO eminedo doong (eminedo dodong -2, -3, -4
M -5). Mnv yopnynoete d6o1 WKPOTEPT TOV
emmédov 600G -5

Olawdec Aéuopwua (OA)

H Ogpansio pe Aevoldopidn dev mpénet vo Eextvioet edv 0 ANC eivon < 1 X 10%1 kavn o apBpoc
apometariov sivor < 50 X 10%/1 extog £év amotedel emaxorlovfo oe Aéppopia S1MONCNS TOV LVEAOD TOV

00TMOV.

Zoviotwuevy 00omn

H ocvvietdpevn d6om évapéng g Aevaiidopiong sivar 20 mg yopnyovueva and Tov GTOUATOG pia
@opd TNV Nuépa Kotd Tic NuEpec 1 ém¢ 21 emavarapfoavopevov KOkAmv 28 nuepdv Yo £m¢
12 koKhovg Bepansioc. H cuvictduevn 86om évapéng g prrovépdumng sivat 375 mg/m? eviopAépia
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(IV) kdéBe gfdoudda otov kOKAo 1 (nuépeg 1, 8, 15 ko 22) ko v nuépa 1 kdbe kdkAov 28 nuepmv

Y10 TOvG KOKAOVG 2 £€1¢ 5.

®  Bruara ueiwong g 00ons

Adon évapéng

20 mg pio opd TNV nuépa KoTA TIg NUéEPEG 1-21,
k&0 28 nuépeg

Eninedo d6ong -1

15 mg pia @opd v nuépa kaTd TIc nuépeg 1-21,
Kk60e 28 nuépeg

Eninedo d6ong -2

10 mg pia @opd tnv nuépa katd T nuépeg 1-21,
Kk@0e 28 nuépeg

Eninedo d6ong -3'

5 mg pia @opd v nuépa katd Tic nuépeg 1-21,
Kké0e 28 nuépeg

T mpocappoyég e 66onc Adym ToIKOTNTAG LE T PLTOVEUAUTN, avaTPEETE OTNV OvVTIoTOLYT

[epiinym tov Xapoktnpiotikdv Tov [Ipoidvrog.

e Opouforevio

Otav ta apometdiio

JUVIGTOEVN TOpEin

Mewwbodv og < 50 x 10/

Emiotpéyouy og > 50 x 10%I

Awkoyte ) Oepameio pe Aevaidopion Kot
TPOYUATOTOOTE VO TANPEG ALLOSTAYPOLLLLOL
(CBC) tovAdyiotov ke 7 nuéPeS

ZEavopyiote 010 AUECHOS YOUNAOTEPO EMITEDD
d6on¢ (emimedo d6omg -1)

o k40e emdpevn Trdon kato omd 50 x 10%1

Emotpéyouy oe > 50 x 10%I

Awkoyte ) Oepaneio pe Aevaldopion kot
npaypatoroiiote Eéva CBC tovAdyiotov kabe

7 npépeg

Eovapyiote T AEVOAIOOUION OTO AUECHG
YOUNAOTEPO EMimedo dOoNg (emimedo dooNg -2,
-3). M yopnynoete 8001 HUKPOTEPT TOV
emmédov 660G -3.

o Amolvtog aprfuos ovdetepdpilav (ANC) - ovdetepormevia

Otav o ANC

SuvioTmpevn mopeia®

Mewwbsi oe < 1,0 x 10%/1 y1a tovddyiotov 7 nuépec 1
Mewwbsi oe < 1,0 X 10%/1 pe oyeti{dpevo mopetd

(Bepuokpacio copatog > 38,5°C) 1
Mewwbsi og < 0,5 x 10%/1

Awoxoyte T Bepaneio pe Aevoldopion kot
npoypatoromote Eva CBC tovAdyiotov kabe

7 Muépeg

Emotpéyet oe > 1,0 x 1071

Hoavapyiote T Aevaldopion oto apécmg
yapnAotepo eninedo doong (enimedo ddong -1)

TI'a k40e emdpevn mrhon kéto amd 1,0 X 1091 ya
ToVAGYIoTOV 7 UEPEG M) TTom oe < 1,0 X 10%/1 pe

oxeTlOpEVO TVPETO (BepLOKPACIo COUATOG
>38,5°C) 1y mtdon og < 0,5 x 109/

Emotpéyet oe > 1,0 x 1071

Awoxoyte T Oepameio pe Aevoldouion kot
npoypatoromote Eva CBC tovAdyiotov kabe

7 Muépeg

Hoavapyiote T AevaAdopidn oto apécmg
YOUNAOTEPO eminedo doomg (eminedo ddoNnG -2,
-3). Mn yopnynoete 6001 WKPOTEPT] TOL
emmédov 60onG-3

o . . . L i i , . i i .
Koatd mv kpion tov yatpov, £dv 1 ovdeteponevia eivar 1 povn 1o&1k6TT0 68 0moL0dNmoTE EMimedo dOoNG, Tpochéate mapdyovia

Siéyepong amoidv kokkokvtrdpwv (G-CSF)

Aéupouo ard kotropa tov uovovo (AKM) 1 olddsc Aéupwua (0OA)

2vvopouo Abong oyxov (Tumour lysis syndrome, TLS)




‘O)ot ot acBeveic Ba mpémetl va Aapfavovy Tpo@LAaKTIKN aywyn Yo To TLS (aAlomovptvorn,
POCUTOVPIKAGT] 1] 1I60OVHVOUO COUPOVA LE TIC KaTeVOUVTAPIEG 00MYiEC TOL WOPVUATOG) Kal Vo Eivat
KoAG eVOSaT@UEVOL (0O TOL GTOUATOG) KATA TN SIAPKELN TG TPATNG EFSOUADAG TOL TPMTOV KOKAOL
N Y10 LEYOADTEPO YPOVIKO SLAGTNLA oV EVOEikvuTOL KAvikd. [Ipokepévou va TapakolovBodvral yio
TLS, ot acBeveic Oa mpémetl va vroPdArlovtar e Broymukd Ereyyo kb efOopadn Katd tn dapKelo
TOV TPMTOV KVKAOU Kol OTMG EVOETKVUTOL KAIVIKA.

H Aevalidopidn pmopet va cvveyiotel (060m cuvtipnong) o achevelg e epyacTnploKd
emBeParopévo TLS 1 pe khvikd emPeforopévo TLS Babpot 1 1 katd tv kpion Tov YioTpov,
UELDOTE TN 600T KATA €vol ENMIMEDO Kal cvveyioTe TN AevaAdouion. Oa npénel va mapacyedel eviaTikn
EVOOPAEPLO EVUIATMON KO KATAAANAN 10TPIKY| Sloyelpion cOUP®V LE TNV TOTIKT cuvin Bepamneia,
pUEYPL TN S10pBmON TOV AVOUOMOV TOV NAEKTPOALTOV. Evoéyetal va ypelactel aywyn e
PACUTOLPIKACT Y10 TN Helwon NG vepovptyopios. H voonieia tov acbevoig evamdkeital otnyv
Kpiom tov yiaTpov.

Y aobeveig pe kKAvikd emPefarmpévo TLS Babuod 2 £mg 4, dtokoyte T Aevoridopidn kot
TPAYLOTOTonote Proynuikd Eleyyo kdbe efdopdda 1 dnwg evoeikvutol KAViKd. Oa tpénet vo
napaoyedel evtatiki evooAEPLO EVUIATM®ON KOl KOTAAANAN 10TpIKT| Sloyeipion cOUP®V e TV
tomikn ovvnOn Bepameia, péypt ™ d16pBwon TV avoualdV ToV nAektpoivtodv. H aymyn pe
POGUTOVPIKACT Kol 1 VOO AEla evamokevTat oty Kpior tov ytpov. Otav 1o TLS vmoywpncet o
BaBpot 0, Eavapyiote T Aevaidopion oty apuécme younAotepn 0661 KATd TNV KPIion TOL YoTpov
(BA. mapdypago 4.4).

Avtidopaon ovolwrdpwons 0ykov

Koatd v kpiorn tov yiotpov, n AevaAidopion umopsi va cuveylotei oe aobeveic e avtiopaon
avalomopwong oykov (Tumour flare reaction, TFR) BaBpod 1 7 2 yopig dtakomn 1 tpomonoinon.
Koatd v kpion Tov yuotpov, pumopel va yopnyndet aywyn e un 6TepoEdN AVTIQAEYLOVMOT QAPLLOKOL
(MZA®), KopTIKOGTEPOELDT TEPLOPICUEVIC SLAPKELNG KA VOPKOTIKG AVoAYNTIKA. e 0o0eveig e
TFR BafBpot 3 1 4, dwaxoyte 1 Oepaneio pe Aevoidopion koi Eekiviote aywoyn pe MEAO,
KOPTIKOGTEPOELON K/ vapKOTIKA availyntikd. Otav n TFR vroywpioetl oe < Babuov 1, Eovapyiote
) Bepameio pe Aevaldopion oto id10 eninedo 66ong yio Tov vEdAouro KOKkA0. Ot acBeveilg umopovv va
AGPovv Bepameia yio T dlaygipion TOV GUUTTOUATOV, COUE®VO LE TIG 00N Yieg Yo T Oepameio TG
TFR BaBpot 1 ko 2 (BA. mapdypopo 4.4).

Olec o1 evdeiéerc

IMo dAheg to&kotnteg Babuov 3 1 4 mov kpivovtor 6t oyetilovtan pe tn Aevoidopion, n Bepomeio Oa
TPEMEL VAL O10KOTTTETOL Kot VoL apyiletl ek vEOU OVO GTO aPESMG YAUNAOTEPO ETimed0 ddoNG dTaV N
to&dtnTa vToywpNoel o€ < Babuov 2, avaloya pe tnv kpicn Tov yiatpoo.

H npocwpvi 1 péviun drakomn g Aevaidopiong 0a mpémetl va eEetaleton yio depuotikd e&avonuo
BaBpot 2 1 3. H AevaAidopion mpémet vo S1oKOTTETOL Y10 Ay YELO0ION AL, OVOPLACKTIKY OvTidopaon,
e€avonuo Babpov 4, amopoAdmtikd 1| ToupoAvymdeg e£avOnpa, 1 o€ TepinTmon voyiog GLVOPOUOL
Stevens-Johnson (SJS), to&wkng emdepkng vekpoivong (toxic epidermal necrolysis, TEN) 1
QOPUOKEVTIKNG OVTIOpaoNg Le Nosvoeidio Kot cuotnpotikd coprtdpota (DRESS), kot dev Ba
npénel va Eovapyilel petd tn 61okon AOY® auTOV TV aVTIOPAGEDV.

E1dixol minboouoi

Houdratpicdg minBuopog

To Lenalidomide Accord dev mpénet va ypnoiponoteitol oe mardid kot eprifovg amd T yévvnon émg
v NAkia kéte Tov 18 etdv Yo Adyovg acpdrelag (BA. Tapdypao 5.1).

Hlaiouévor
Ta Tapdvta StabEcia popUAKOKIVNTIKAE dedopéva TeptypapovTal otny Tapdypago 5.2. H

Aevoldouion &yxel ypnoyomrotndei oe KAVIKES SoKIEC 68 ae0eveiG pe TOAATAG PLEA®O NALKIOG
péxpt 91 e1mv, o 0o0evelg e LLEAOSVOTAACTIKA GUVOPOLA NAKING £mG Kat 95 €TV Kot 6€ acbeveig
ue Adppopo amd KOTTopo Tov povdvo niikiog £oc kot 88 etdv (BA. mapdypagpo 5.1).
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Kabdg ot nAikiopévor acBeveic stvor mhovotepo va Tapovstdlovy HElmUEVT VEQPIKT AglTovpYia,
OTOLTEITOL TPOGOYT KATH TNV ETA0YN TN S0GOAOYING KOl GUVIGTATOL 1) TAPUKOAOVONGN TNE VEPPIKNG
Aettovpyiag.

Neoorayvawolév mollamlo uvédwuo.: acbeveic mov oev ivol KOTOAANLOL Y10, LETOUOCYEDOH
Acbeveig pe veoduoyvawacBéy moAlomdd poéhopa nikiog 75 eTdv kot ave Bo tpénet vo agloloyovvtal
TPOCEKTIKA TPV TO evdeyOpevo AMymg Bepaneiog (BA. mapdypaeo 4.4).

IMa acBeveic nhikiag dvo tav 75 etdv mov Aoufavouvy Bepomeio pe AevaAldopion 6€ GUVILAGUO LE
deapebalovn, n d6om Evapéng g deapebalovng eivar 20 mg pio popd TNV NUEPA KOTA TIG NUEPES
1, 8, 15 xou 22 kdaOe xoKAov Bepaneiog 28 nuepmv.

Agv mpoteivetal mpocappoyn g 60omg Yo acbeveic nhikiag dvo tav 75 etdv mov Aapufdavouvy
Oepamneio e Aevolidouion o€ GLUVOVAGHO e LEAPAAGVT Kot TPESVILOVT.

e aoBeveic pe veodlayvmacév molamhod puéopo nAkiog 75 etdv kot dve mov Edafav Oepaneio pe
AevoAdopion, mapatnprinke vynAdTEPN GLYVOTNTA ELPAVIONG GOPOPDOV AVETIOVOUNTOV EVEPYELDV
KOl AVETBOUNTOV EVEPYELDY TTOV 0dNYNoaV o€ dlaKom NG Bepameiag.

H ovvdvaopévn Bepoameio pe Aevaiidopion nrav Myotepo avekty| o acbevelg pe veodoyvocHév
TOALOTTAG LVEADUO NAKING Gved TV 75 €MV 68 GVYKPLOT LE TO VEOTEPO og NAkio TAnBvoud. Avtol
ol acbeveig o1ékomtay og VYNAOTEPO TOGOGTO AdYy® PN avoyng (avemBounteg evépyeleg Babpov 3 1 4
KoL GoPopEg avemIBOUNTEG EVEPYELES), O GUYKPIoN Ue aoBeveig nhkiog < 75 etdv.

HlollamAo uvéiwuoa: acbeveic ue tovdayiorov uio Tponyoduevy Beporeio,

To 1060616 TV 0c0evdV e TOAALATAG PLEL®UO NAKIOG 65 ETMOV 1| Av® deV SIEPEPE GNUAVTIKA
HeTa&L TG opadag Aevaidopidng/de&apedaldvng kot g opAdos EIKOVIKOD
eappakov/de€apuedalovng. Agv TopatnpnOnke cuVOAKN SLPOPH OC TPOG TNV AGPAAELD 1) TNV
OTOTELECUATIKOTN T LETAED AVTOV TOV aclevdv kot acbevav pikpdtepng nAkiog, aAld pio
UeYOADTEPT TTPOOLAOEST) GTA ATOO, LEYAADTEPNG NAKIOG OEV UTOPETL VO OTOKAEIOTEL.

Mvelodvorlaotird cdvopouo.

INo aoBeveig pe pverodvomiactikd covopoua Tov Elafav Bepancio pe Aevalidopion, dev
TOPATNPNONKE CLVOAKT SLUPOPE MG TPOG TNV ACPAAELN KOL TNV OTOTEAEGILATIKOTITO LETOED
acBevav nAikiag ave Tov 65 etdv Kot ac0evadv pikpodTepNg nAKiag.

Aéupwua omod kdTropo. Tov pavovo,

T'a acBeveig pe AMéppopo ard Kottapa Tov pavova wov Ehafay Oepaneio pe Aevaiidopion, dev
TopoTnPNONKE GUVOAMKTY S10POPE MG TPOS TNV UCPAAELN KOL TNV OTOTEAECUATIKOTNTO HETOED
acBevav nAikiog 65 etdv 1| dve oe cVYKplon pe aobeveic nAiking KATO TV 65 eTdV.

Olwodec Aéupwua

INo aoBeveig pe olddeg Aéppmpa mov Erafav Bepaneio pe AevaAildopidn oe cuvdvacud pe
PLTOVEAUTT], 1] GUVOALKT GLYVOTNTO AVETIOOUNTOV EVEPYEIDV Elval Tapdpota yio acbeveic nAikiog
65 etV koL Ave o€ cOYKploT pe acbeveig nAikiog kGt TV 65 eTdv. Agv TapatnPRONKe GLVOAIKT
SpOoPa G TPOG TNV OTOTEAEGLOTIKOTNTO LETAED TOV dVO NAIKINK®OV OUAOWV.

o AoBeveic pe veppikn ducAettovpyia
H Aevaiidopion amekipivetar kupimg amd toug veppovg. Acbeveig ue peyaldtepo Pabuo veppikng
dvodettovpyiog pmopei va £xovv datapaypévn avoyn ot Oepaneio (BA. Tapdypago 4.4). o mpénet
va divetol Tpocoyn Katd TV EMAOYN TG 000NG Kol GUVIGTATOL TAPAKOAOVONON TNG VEPPIKNG
Aettovpyiag.

Agv ama1toHVToL TPOGOPLOYES TG 000NG Y10, acOeVEiG e NTTio veEQPIKT SuoAEITOVPYio KOt TOAAATAO
HOELOUA, LVELOSVOTANCTIKG GOVOPOLD, AP0 amd KOTTOPA TOV pHavdva 1 olmoeg Aéppmpa. Ot
aKOAOVOEC TPOGAPLOYES TNG BOCTG CLVIGTMOVTOL KOTd TNV évapén ¢ Bepameiog kot Kad® OAn
dupkela g Bepaneiog yio acheveic pe pétpia | cofapn veppikn duciettovpyio 1 veppondadeio
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TeEMKOV oT0diov. Agv vdpyel epmelpio og SoKIpES Phong 3 e veppomddeto tedkov otadiov (End
Stage Renal Disease, ESRD) (CLcr < 30 ml/min, omortei cupokddopon).

ol Aamho pvélampo.
Negpua Aertovpyia (CLer) Mpocappoyn g 66061g
Métpila veppikn dvucAertovpyia 10 mg pia popd tv nuépa’

(30 < CLer <50 ml/min)

YoBapn veppikn duciettovpyia

(CLcr < 30 ml/min, dev amottel opokadopon)

7,5 mg pio. popd ™V Nuépo’
15 mg pio opd kaBe devtepn NuUEPQ

Negponabern Telkod Ztadiov (ESRD)
(CLcr < 30 ml/min, amottel opokadopon)

5 mg pia popd v nuépa. Katd tig
NUEPEG TG apokabapong, n d6om
TPEMEL VAL YOPNYEITAL LETA TNV
opokdbopon.

1 H 8601 pmopei va avompocapprootsl og 15 mg pio opd Ty nuépo HeTd, amd 2 KuKAOUS, 6V 0 acOeVG SV AVTOTOKpIveETal 0T

Oepameio kot avéyeton T Oepomeio.

2 Te yhpeg 6mov dotidetol To KaydKlo Tev 7,5 mg.

Moelodvariaotika chvopouo.

Negpukn Asttovpyio (CLcr)

Ipocappoyn g d6ong

Métpia veppikn dvsAertovpyia
(30 < CLer < 50_ ml/min)

Adon évapéng

5 mg pia popd v nuépa (Mpepeg 1
€w¢ 21 emavalapfoavOolevov KOKA®Y
28 nuepav)

Eninedo d6omg -1*

2,5 mg pia opd v nuépa (nuépeg 1
£m¢ 28 emavalapfoavOouevov KOKA®OY
28 nueparv)

Eninedo doong -2*

2,5 mg o gopd kébe devtepn nuépa
(Muépeg 1 émg 28
gmovaropPovopevov KoKAmv 28
NUEPGOV)

YoBapn veppikn duciettovpyio
(CLcr < 30_ml/min, dgv amautei
apokdOapon)

Adon évapéng

2,5 mg pia @opd v nuépa (Muépeg 1
¢w¢ 21 emavarapfoavouevov KOKA®Y
28 nueparv)

Eninedo doong -1*

2,5 mg ka0 devtepn nuépa
(Muépeg 1 émg 28
gmovaropPovopevav KokAwv 28
NUEPOY)

Eninedo doong -2*

2,5 mg dvo popéc v efdoudada
(Muépeg 1 émg 28
gmovaropPovopevev KoKAmv 28
NUEPGOV)

Neppondfera Terkod Xtadiov
(ESRD)

(CLcr < 30 ml/min, amottel
aiokdaBapon)

Koaté tig nuépeg g
opokdBapong, 1 d0om TPETEL vaL
YopNyEiTOL LETA TNV
opokabapon.

Adon évapéng

2,5 mg pia @opd v nuépa (Muépeg 1
¢w¢ 21 emavaiapfoavouevov KOKA®Y
28 nueparv)

Eninedo doong -1*

2,5 mg ka0 devtepn nuépa
(Muépec 1 éwg 28
emavoAapBovopuevov Kokimv 28
NUEPOY)

Eninedo doong -2*

2,5 mg dvo eopéc v efdoudada
(Muépec 1 éwg 28
emavorapPovopuevov Kokimv 28
NLUEPOV)

* Tuviotdpevo fripata peioong g d6ong katd ™ didpkeia g Oepameiog kot Kotd v emavivapén g Oepomeiog yio TV ovTLHETOTION
™mg ovdeteponeviag N Opopfoneviag fabuod 3 1 4, 1 GANG To&ucotnTog Pabuod 3 ) 4, ) onolo kpivetan 6Tt oyetileton pe

AEVOMOOWIOT, OTWS TEPLYPAPETAL TAPATAV®.
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Aéupawuo omo kdTTopo. Tov Lovodo,

Negpua Aertovpyia (CLer) Mpoocappoyn g d0661g
(Muépeg 1 €mg 21
emovaAAPPOvVOUEVOV KOKA®VY 28
NUEPDOVY)

Métpro veppikn duciettovpyia 10 mg pio popd v nuépa’

(30 < CLer <50 ml/min)

YoBapn veppikn duciettovpyia 7,5 mg pio popd ™V Nuépo’

(CLcr < 30 ml/min, dev amottel oupokahopon) 15 mg k0 devtepn nuépa

Neoppondbeia Tehkob Xtadiov (ESRD) 5 mg pia popd v nuépa. Katd tig

(CLcr < 30 ml/min, amottel opokadopon) nuépeg e apokdbapong, n doom
TPEMEL VAL YopNyEiTOL HETE TNV
ookddapon.

1 H §6om propei va avomposappootel og 15 mg pio opd, thy nuépo netd, amd 2 kbxhovg, ebv o acdeviig dev aviamokpivetal oTn
Bepaneio kot avéyeton T Bepoameia.
2 Yg yopeg 6mov SratiBetar 1o Koydko Tov 7,5 mg.

Olwoec Léupmuo.

Ne@puci} Astrovpyia (Clcr) Iposcappoyn) e d6ong
(muépec 1 émg 21
emavoAapPavopuevav KOKAmY 28
NUEPOV)

Métpila veppikn dvusAertovpyia 10 mg pia popd tv nuépat 2

(30 < CLcr < 60 ml/min)

YoBapn veppikn ducAettovpyia Agv vapyovv dtobéoiua

(CLcr < 30 ml/min, dev amottel opokabopon) dedopévo®

Neoppondbeia Tehkob Xtadiov (ESRD) Agv vrdapyovv dtabéoia

(CLcr < 30 ml/min, amottel opokadopon) dedouévo’

' H 860on pnopet va avampocsappoctei og 15 mg pio gopd v nuépa petd amd 2 kdxkovg, edv o acbevic éxet avexbel  Bepoameio.
2T acBeveic o doom Evapéng 10 mg, oe Tepintmon peioong SOoNG Yo TV OVTIHETOMOT TN 0vdeTepomeviag 1 OpouBomeviag Boduod 3 1 4,
N GAnG to&wcdtag Pabpov 3 1 4, n onola kpivetot 0Tt oyetiletal pe T Aevaldopion, pn yopnynoete d6on pikpotepn TV S MY Kabe

devtepn nuépa i 2,5 mg pio popd v nuépa.
301 acBeveic pe coPopy veppuc duchertovpyia 1| ESRD amoxieictniay amd tn pekém.

Metd v évapén Bepomeiog pe Aevarldopion, endpevn Tpotonoinon g 06ong Aevaidopiong ot
aocBeveic pe veppikn dvciettovpyia Oa mpénel va PacileTor 6TV avoyn ToV EKAGTOTE AcHevong ot
Oepaneio, OTMG TEPLYPAPETOL TOPOUTAV®.

o AoBeveic pe nratikn duciertovpyia
H Aevalidopion dgv éxel emionuo peretndei oe acbeveig pe nmotikn SveAertovpyia Kot SV LTAPYOVY
€101KEC OOGOAOYIKEG GLOTAGELS.

Tpdmog yopfymong

Amo tov 6TdHOTOG XPNOT.

Ta oxAinpd koydkia Lenalidomide Accord 0o mpémnet vo Aappdvovtal amd Tov 6TOUNTOG TEPITOL TNV
010 dpa TG TPoYpapUATIGUEVES PEPEC. Ta Kaydakio 0ev mpémel va avoiyovtat, va oralovtal 1 va
pacovtol. To koydkia 0o TPETEL va KATOmivovTol OAOKAN PO, KATH TPOTIUNGT HE VEPO, LE N XOPIg
@oynTo.

Mo mv agaipgon Tov koyakiov amd Ty KuWEAT cuvioTdTol va TECETOL LOVO GTO £val GKPO TOV,
LELOVOVTOG KOT™ QTOV TOV TPOTO TOV KivOUVo Tapapope®aong 1 Opadong tov kayakiov.
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4.3 Avrevositeag

. YrnepevaioOnocio otn dpactikn ovcia 1 6€ KAmo1o ond o £KS0Y0 TOL AVAPEPOVTAL GTNV
mopdypaeo 6.1.

o "Eyxvec yovaikec.

. IMovaixeg pe duvatdtnta TeKvomoinong eKtog e4v IKavomoloHvTal OAEG Ol TPoHTOBEGELS TOV

Ipoypaupatog IpdAnyng Komong (BA. mapaypdeovg 4.4 kat 4.6).
4.4  E101kéC TPOELOOTON|GELS KOl TPOPVAAEELS KATA T1| Y p1jon

‘Otav n Aevairdopion yopnyeitor o€ cvvovAGHO ne GALO QUPROKEVTIKG TPOIGVTO, TPETEL VO
ovupovreveste TV avtictoryn Ilepidnyn Tov Xapaktnplotik®v Tov Ipoidvrog tpv and v
évapén g Oepamneiog.

Hpogdomoinomn kdneng

H Aevaiidopidn oyetileton dopkd pe ™ Bolidopion. H Boiidopidn ivar pio yvooth tepatoydvog
dpaoTikn ovoia Yo Tov AvOpwmo Tov Tpokaiel GoPapég cLuYYEVELG SIAUAPTIES, AMEIANTIKES Y10l TN
Con. H Aevaidopidn tpokdiece o€ mONKOVG SUGTANGIEG TOUPOLOIES E OVTES TTOL TEPLYPAPN KAV YO
1 BaAdopnion (BA. mapaypdeovg 4.6 kai 5.3). Ze nepintwon wov 1 Aevolidopion Anedel katd
SLgpKELD TNG KONOTG, 1] TEPATOYOVOG EMIOPAOT| TNG AEVOALSOUIdNG 6TOVG avBpdTovg etvar
OVOUEVOLLEVT).

O1 mpotimoBéaeig Tov Ilpoypappatog Ipdinyng Kimong npénet va tkavomotovvton yio OAES T1g
aoBeveic, extog v VITAPYoLVY ASOMIGTA oToLXEl OTL 1) AGOEVG dEV EXEL SUVATOTNTA TEKVOTTOINGNC.

Kpunpia yia yovaikeg ympig duvatdtnra 1ekvomoinong
M yovaike ac0gvig 1 oOVIpopog £vog avopa achevoig Bewpeitat 6Tt £yl duvaTOTNTA
TEKVOTOINGNC, EKTOG €AV 1KAVOTOLEITOL TOVAGYIGTOV éva 0td T akOAOLOO KpLTPLaL:

. Hlia > 50 et@v kot puotohoyikd apnvoppoikn yio > 1 étog (H aunvoppota pLetd amod
AVTIKOPKIVIKY Bepameio 1 katd T didpKelo Tov Onhacuov dev amokieisl dSuvaToTnTA
TEKVOTOINGTG).

o [Ipdwpn wobnkikn) avendpkela, emPefarpévn amd e101KO YOVOIKOAIYO

. [Iponyovpevn apeotepdTALPT| GOATLYYO®OONKEKTOUN 1] VOTEPEKTOUN

. XY yovotumog, cOvdpopo Turner, ayevesio Tng WATPOS.

Evnuépaon

H Aevalidopidn avtevdeikvotol og yuvaikes e SuVOTOTNTO TEKVOTOINOTS, EKTOG £V IKOVOTOLOUVTOL
ola Ta akdAovBO KprThpLoL:
. H aoBevic katoavoel Tov avapevopevo Kivouvo tepatoydvov dpdone oto ERPpvo.
. Kotavoel v avaykn yio amoTeAeGLATIKN OVTIGOAAN YT, adidAieinta, TovAdyiotov 4 BSopddeC
pw v Evapén g Oepameiag, kad’ OAn ™ didpkela g Oepomeiog Kot TOLAGYIGTOV
4 efdopadeg petd v olokAnpwon g Hepamneiog.

. AKOHO KO GTNV TEPITTMON TOL [ YOVAiKO pe SuVATOTNTA TEKVOTOINGNG EXEL ALUNVOPPOLT,
TPENEL VoL 0KOAOVOEL OAEG TIC GLOTAGELS GYETIKA LE TNV OTOTEAEGUATIKN OVTIGUAANYT).

. H aoBeviic Ba mpémet va givat tkovn VoL GULLLOPPDVETAL L€ OTOTEAECILATIKA LETPOL
AVTIGOAANYTG.

. H acBevnic éxet evnuepmOel kot Katavoel TIC EVOEYOUEVES GUVETEIEG TNE KONOTG KOL TNV oVAYKN
GpEsTC EVIUEPMONG TOV 10TPOV GE TTEPIMTWOOT TOV VILAPYEL KIVOLVOG EYKLUOGVHVTG.

o H acBevnic katavoel tnv avaykn évapéng tng Oepaneiog evbug apéomc petd
GLVTAYOYPAPNOT TNG AEVAAOOMIONG, HETA amd OpVNTIKT] SOKILAGIo KOOGS,

o H ac0evnic katavoel tnv avaykn Kot déxeTot va vToBAALeTOL GE SOKIUAGIO KOTOTG TOVAG(IOTOV
K&0e 4 efOopAdES EKTOC OO TNV TEPIMTOOT EMPERALOUEVNS CAATLYYIKNG OTEIPMOTG.

. H aoBeviic Befatmvet 0TL KATOVOEL TOVE KIVOVVOVE KO TIC OTAPULITNTES TPOPLAGEELS TOV

oyetiovtal pe T ¥pNon TG AEVAAISOUIoNG.
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T avdpec acBeveic mov AapPdvouv AeVaAOOUIdN, TA QUPLOKOKIVITIKA dedopéva £6e1&ay OTL M
Aevoidouion sival mapoHcoo 6to avOpdTIvo orépa o EEAPETIKA YaUNAG Enimeda KATE T O1GpKELL
g Oepameiog Kot dev aviyveveTal 6To avOpOTIVO oEPUA 3 NUEPES PETA TN SLOKOTN TG OVCING G
VY1EG dtopo (BA. mapdypago 5.2). Q¢ mpoOAatN kot Aapupdvovtag voyn ed1Kovg TANBVGLOVC e
TOPATETUUEVO YPOVO amOPOANG, OTWG GE TEPIMTMOT VEPPIKNS SusAettovpyiag, OAOL 01 AVOPES
acBeveic mov AapPdvouy Aevaldopion Tpémet Vo IKavomolovy Tig akdAovdeg tpoimodécelc:

. Kotavoouv tov avapuevopuevo Kivouvo Tepatoyovov dpacng av £xovv 6eE0VOAIKT EmaQn L pio
€yKkvo yovaiko 1 pio yovaikoe pe duvatdtnta TeEKVoToinong.
. Kotavoouv tnv avaykn xpnong tpo@uioktikod €4V 400V GEE0VAAIKT ETAQT LE Uit £YKVO

Yovaiko 1 HE Lo yovaiko Le SLVATOTNTO TEKVOTOINGCNG TOV OV YPNCULOTOIEL ATOTEAEGLLOTIKN
avTIcLAAN YT (aKOpa Kot oV 0 Gvopag €xel vroPAnbOel oe eXTOUT GIEPUATIKOD TOPOV), KATA TN
dudpkela TG Bepameiog Kot Yo TOLAGYIGTOV 7 NUEPES HETA TIG TPOSWOPIVES SLOKOTES TG OGNS
KA1 TNV op1oTiKn dtokonn g Bepomeiog.

. Kotavoovv 0Tt 6€ TepinTmON TOV TPOKVYEL KUTGT GTI GOVIPOQPO dvdpa 0.60evovg EVOSHm
AdpPove Aevaldopionn o€ LiKpo ypoviKo SIUCTLO HETA TN OloKoT TG ANWNS AeVaALOOpioNG,
avToG Oo TPETEL VO EVIUEPDGEL APECHS TO BEpAmovTa 10TPO TOV Kol EMIGTC GLGTIHVETOL )
oLVTPOPOG TOL acBevoLg va Taparmer@Bel o€ 10TPO EWIKEVUEVO 1 TETEPAUEVO OTIG SIOLUOPTIEG
dlamhoong Yo a&loAdynon katl kafodnynon.

O ovvtayoypdoov 10Tpdc Tpénet va dSacParicst Ta akoOlovda yio yuvaikeg pue duvatoTnta

TEKVOTOINONG:

. H aoBevic ovppopeavetat pe tig Tpovmobéseic tov Ipoypduparog Ipdinyng Kdnong,
ovumeptloppavouévng emiefainonc 0Tt To £l KOTOVOTNOEL EMAPKDG,

o H acBevnc éxet amodeybei T1g mpoavapepbeioeg mpovmobioelc.

AVTIGOAMNYM
Ot yuvaikeg pe SuvatoOTNTO TEKVOTOINONG TPETEL VAL YPTCULOTOIOVY TOVANYIGTOV IO, AITOTEAEGLLOTIKY

LEB0S0 avTIGOAANYNG Y10 TOLAGYIoTOV 4 gfdopnddec mpv ) Bepameia, katd T didpkela Tng Oepomeiog
Kot Yo TovAdyiotov 4 gfdopdadec petd ) Oepameio e AeVaAldOpidn, aKOUA KOl O TEPITTOOT)
SloKomNG TG 000MG, eKTOG €AV 1M oBeEVIG dECUEVTEL Y10l mOALTY KOl CLVEYN AToYN, N omoia Oo
emPepardverar og unviaio faocn. Edv dev ypnoiponolel amoteAeGHOTIKY AVTIGOAANYN, 1| 0oBeVIG
npénel va maponepeOel o KatdAndo exmodevpéVo enayyeALaTio LYELOG Yio OYETIKEG CUUPOVALS,
£101 ®OTE va EEKIVIOEL 1] AVTIGOAAN Y.

Ta axdlovBa propovv vo Bewpndodv wg mapadeiypota KaTdAANAoY HeBOd®Y AVTIGOAANYNG:

. Epgitevpa

Evdountpikd cvotnpa (intrauterine system, IUS) anelevbépwong Aefovopyectpéing
«Amonin» o&kng pedpolumpoyeotepovg

YoAmyyikn oteipmon

YeEovalikn| emaen HOvo pe dvdpa mov €xel vroPAnbei og extoun omeppatikov Topov. H extoun
TOL OTEPUATIKOD TOPOV TTpEmeL vo. emPePatmbel pe 500 apvnTIKEG AVUADCELS OTEPUATOC.

. Xamio avasToANg TG woppnElag Tov TEPLEYOLY LLOVO TPOYESTEPOVT] (T.X. OECOYEGTPEAT))

Aody® Tov avénpévou Kivovvov prefikng Opoufoepforng o aobeveic e TOALOTAO POELDUO Ol OTTOi0L
Aappdavovv Aevalidopion og Bepameio cuvdvacoD, Kal o€ pikpdTepo Pabud oe acbeveic pe moAlamTAO
HOEADUO, LVELOSVOTAACTIKG GHVOPOLLE KO AEUPMLLO, 00 KOTTAPO TOV HLovoLa Tov Aappdvouy
povoBepameio pe AevaAIdopion, To amd TOV GTOUUTOG GUVOVAGUEVO, OVTIGVAANTTIKG YOm0 SEV
ocuviotovto (BA. emiong Topdypago 4.5).

Edv pia acBevig xpnoyomolel amd Tov GTOLUTOG YOPTYOVLEVT] GUVOVAGHEVT OVTICOAANYN, 1 0cOEVIC
TPEMEL VO LETATACTETOL G€ pia 0o TIG ATOTEAEGATIKEG PeBdOoVg Tov TtapatiBevtal Topandve. O
Kivouvog eAefikng Opoppoepupoing cuveyilet va vepiotatar yio 4—6 efSoUAdES LETE TN OLOKOTN TNG
OO TOV GTOLOTOG YOPTYOVUEVNG CUVOLAGHEVNC OVTICOAANYNC. H amotedecpatikdtnto TV
OVTIGVAATITIKAOV 0TEPOEODOV eVOEYETAL VO PEL®BOET kKaTd TN didpkela TG Bepaneiag pe suyyopnynon
de€apebalovng (PA. mapdypago 4.5).
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Ta gpeoutedoTa Kot T EVOOUNTPIKAE CLOTHHATA OTEAEVOEPwONC AefovopyeoTpéAne oyetilovTat e
avénuévo kivouvo Aoiuwéng Kot TV Tomo0£TNoT TOVG KOl AKOVOVIGTI KOATIKT OLUopporyict.
[popuraktiki AMyn avtiflotikdv Oa pénet va e&etdleTan, 01K oty Tepintwon acbevov pe
ovdeTepOTEViaL.

Evdountpikéc cuokevég amelevfépmong yoAkoD YEVIKE SV GLUVIGTMOVTOL AOY® TOV EVOEXOUEVOL
KvodOVoL AoiHmENG KOTA TNV TOTOOETNOT TOVG KOl KOTOUNVING OTMAELNG OiLLOTOG, 1) OTToio UTOPEl va
PAdyel aoBeveig pe ovdetepomevia 1 Opopfomevia.

Aoxwocisc Kinonc

ZOUQOVO LLE TNV TOTIKN WOTPIKT| TPOKTIKT, TPETEL VO, TPOYLATOTOLOVVTOL LITO W0TPIKT ETPAEYT
dokipacieg kdnong pe eldyot evarstnoia 25 miU/ml yua yovaikeg pe dvvatdtnra tekvomoinong,
OTMG OVAUPEPETAL TAPAKAT®. AVTH 1| amaitnorn cvurephapuPavel yovaikes pe SuvatotnTo
TEKVOTOINGNG 01 0Toieg epaprolovv amdAvTn Kot cvveyn amoyn. [davikd, n doxacio kdnong, n
GUVTOYOYPAPTON Kol 1 yopNynon Ba tpénet va mpaypatonomBovv v idwo nuépa. H yopriynon g
AeVOAMOOUIONG O€ YUVAIKES [LE OLVOTOTNTO TEKVOTTOiNoTG O TpEmeL va yiveTal evtog 7 nuep®dv omd
GLVTAYOYPAPNOT).

Lpw v évapln e Gepomeiog

Ortav cvvtayoypapeital n Aevaiidopidn, Bo tpénet vo tpaypoTonoleital pio Sokipacio KOMong v
WTPIKT EMIPAEYT KOTA TN O1ApKELD TG EVILEPWONG, 1] OTO SLAGTNLA TOV 3 NUEPDV TPV TNV EXICKEYN
GTOV GUVTOYOYPAPOVTA 10TPd, EPOGOV 1 AoBEVIG EYEL YPNOUYLOTONGEL ATOTEAEGLOTIKY AVTIGOAANYT
v TovAGylotov 4 gfdouddes. H doxpacio npénet va emPefaidver 0ti n acbevig dev givar £ykvog
otav apyilel ) Oepameio pe Aevoitdopion.

HoparolotOnan kor olorlipwon e Gepareio

Mia dokipacio KdMong vo WPtk eNiPAEYT TPETEL va EXOVOLOUPAVETOL KAOE TOLAGYIGTOV

4 gBdopddec, copmeptiapfavopévev tovAayiotov 4 efdouddmy petd v oAokApwon g Bepameiog
eKTOC 6NV TEpinToT emPBEPatOUEVNG CAATLYYIKNG OTEIPOONG. AVTEG 01 SOKIUOGTIEG KONONG TPETEL VAL
TPOYLLOTOTOLOVVTOL KATA TV NUEPQ TNG EMICKEYNG GLVTAYOYPAPNONG N EVTOC 3 NUeEPDV TPV ol TNV
EMIGKEYT) GTOV GLUVTAYOYPAPOVTA 10TPO.

Emunpdobeteg mpopuideig
Ot acBeveic Tpémel va evNLEP®VOVTAL VAL 1] dTVOVV TOTE OTO TO PUPUUKEVTIKO TPOIOV g AAAOLG Kol
VO ETGTPEPOVYV TLYOV LT XPNOUOTOIEVO KAYEAKLO GTOV POPUOKOTOLd TOVG GTO TEAOG TG Oepameiog

Y10 ACQOAY] ATOPPIYT).

Ot aoBeveic dev TpEmel vo dDGOVV aiplo KaTd T didpkela TG Bepameiag 1 yio TOVAAYIGTOV 7 NUEPES
HETA TN Stokomn NG AevaAdouionc.

On emayyehpatieg vyeiag kot ta dropa mov epovtilovy acbevelg Oa npémet va popodv yavtio piog
YPNOEMS OTAV YEPILOVTOL TV KLYEAN 1 TO KAWEKLO.

Ot yvvaikeg Tov givar £ykveg 1 TBavoroyovv 0Tt umopei va givan £ykveg dev Tpémel va yeipilovor Tnv
KOWEAN 1] To Koydkto (BA. mapdypapo 6.6).

Exmoidentikd vikd, Teptopiopoi cuvtayoypdonong kot yopriynong
[pokeyévov va Pondnocet tovg acbeveic va amopihyovy Vv ékBeon epufpdwv otn AevaAidouion, o
KATOYO0G TNG AdEL0G KUKAOPOPIng Oa TapAcyel EKTALOEVLTIKO VAIKO GTOVG ETOYYEALATIEG VYELNG,
TPOKEEVOV VOl TOVIGEL TIG TPOELOOTOIMGELS GYETIKA LLE TOV OVOLEVOLEVO KIVOLVO TEPATOYOVOL
dpaong g AeVaAMSOUIdNG, VO TPOCPEPEL GLUPBOVAEG GYETIKA [LE TNV AVTIGOAANYN TPy TNV Evapén TG
Oepameiog kot va mapéyel Kabodnynon oxeTkd e v avaykn yio dokipacieg komong. O
GUVTUYOYPAPOV 1ATPOG TPETEL VO, EVILLEPDVEL TOVG AVOPES KO TIS YOVOIKEG aG0EVELS OYETIKA [LE TOV
OVOUEVOLEVO KIVOLVO TEPATOYOVOL dPAGTC KOl TO ALGTNPE HETPA TPOANYTG KON ONC, OTMC
kaBopifovtar oto [Ipdypappa IpdoAnyng Komong, kot va tapéyel otoug acheveic Ta KatdAinia
EKTOOEVTIKA PUAAADLA Y10 TOV AGOEVT, TNV KAPTA 0.60EVOVG KON 1G0SVVALO HECO, GCOUPMVA LLE TO
epapuolopevo eBvikd cuomuo Kaptag achevoic. Xe cuvepyasia pe v kabe EBvikn Appodio Apyn
&xel viomomOei éva eBvikd eleyyopevo cvhotua dtavoung. To eleyyOUEVO GUGTNLO SIOVOUNG
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TEPAAPAVEL TN ¥PNOT L0 KAPTAG 0oBEVODS KoM £vOG 16000VALLOL LEGOD Y10 GLVTAYOYPAPNOoN
KoM Yo EAEYYOVG XOPHYNONG, KUl T GUAAOYT AETTOUEPDV GTOYEIMV GYETIKA Ue TNV €voelln,
TPOKELEVOL VO, TOPOKOAOVOEITAL GTEVA 1] EKTOG eVOEiEE®V Yp1ioN EVTOG TNG YOPOC. [davikd, M
doKipLacio Khnong, n CVVTOYOYPAPN o Kal 1 Yopnynon Ba tpénet vo mpayuatonombovy v ido
nuépa. H yopiynon ¢ Aevaiidopiong o€ yovaikeg pe dvvotdtnto tekvomoinong Ba tpémel va yivetal
€VTOG 7 NUEPDOV OO TN GLVTAYOYPAPNCT KOl LETA OO L0l OPVNTIKTH OOKILOGT0 KUNONG VIO 10TPIKN
enifreyn. H ovvrayoypdenon yio yovaikeg e SuvVOTOTNTO TEKVOTTOINGONG UITOPEL VOl EXEL LEYIOTN
duapketa Oepameiog 4 fooUdd®V GOUPMVA LIE TO EYKEKPIUEVO SOCOAOYIKA CYNUATA TOV EVOEIEEmV
(B\. mopdypago 4.2) kot ot GVVTAYOYPAPNGELS Y10, OAOVE TOVG GAAOVG acbeveic umopel va, £xovv
péytot dudpkela Bepaneiog 12 efdopddwv.

Alhec e101KEC TPOEIBOTOWGELS KO TPOQUAGEELS kAT TN Yprion

Eugpayuo tov uvokopdiov

‘Epgpaype tov pvoxoapdiov €xet avapepbel oe acbeveic mov Aapupdvouy Aevaldopion, W1otépmg oe
eKelVOLg e YVMOTOVG TOPAyoVTEG KIVOUVOU KOl EVTOG TOV TPOT®V 12 unvav dtav Yp1noLomoteitol o
ouvdvaoud pe de&apedaldvn. O acbeveic e YvoGTOOC TOPAYOVTES KIVOHVOL — GUUTEPIAAUPBAVOUEVNS
mpornyovuevng Bpopfwong — Ba mpénet va Topakoiovdovviol oteva Kot Ba Tpémel va AneBovv péTpa
Y10 TV TTPOGTADELD EAAYLIOTOTTOINGNG OAMV T®V TUPAYOVIHOV KIVOUVOL TOL OVVOVTOL VO
TpomomoinBovv (TT.y. KATVIGHO, DTEPTACT] KoL DITEPMITLOOLQ).

Dlefika kor aptnpiakxa Opoufosuforixa coufavra

Y& aoBeveic pe oA OTAO LoEhmpa, o cuvdLacoUOC Aevardouiong pe de&apuedaldvn oyetileton pe
avénuévo xivouvvo eAefikng Opoupoeppoing (kvpimg ev T Padel prefikng Opopufmong kot
TVELUOVIKTG ERPOANG). O kivduvoc erefucng Opopfospupoing mapatnprnke o pikpodtepo Pabuo pe
7O GVVVACUO TNG AEVOMOOUIONG He LEAPAAAVT Kot TpedviLovr).

e ao0eveig e TOALOTAO HVEADUO, LVELOSVOTANGTIKE GUVOPOLLO Kol AEUOMUO OO KOTTOPO TOV
pavova, 1 povobepameion pe AeVaAIdOUION OYETIOTNKE e YOUNAOTEPO KiVOLVO PAEPIKNC
OpopPoepforng (kvupimg ev to Pdbet prefikng Opdupmong Kot Tvevpoviknig epuPpoinc) amd 6t oe
aofeveic pe moALOTAO pouEdmpa Tov AapuPdvouy Aevaiidopion o Bepoameio cuvdvacoD (BA.
napaypapovg 4.5 kat 4.8).

e aoBeveic pe oA OTAO poEhmpa, o cuvdLOoUOS Aevordopiong pe de&apebaldovn oyetileton pe
avénuévo xivéuvo aptnplaxig Opoppoepfoing (kupimg Epepaypo Tov pooKapdiov Kot
OYYELOEYKEPAAKO EMELGOO10) KOl TapaTnPNONKE 68 PiKpOTEPO Pabud e T Aevoldouidn oe
ouvoLOGUO pe HeAPOAavN Kal Tpedvilovn. O kivovvog aptnplakng Opoufoepfoing etvor younidtepog
o€ aobevelg pe moAhamlo puéhopa wov Aapfdvovy povobepaneio pe Aevaldopion amd 0Tt og
aoBeveic e TOAATAS puEA®L ToV AapBdvouy Aevalidopion o Bepaneio cuvovacoD.

Kotd ovvénela, ot acbeveig pe yvootovg mapdyovteg Kivduvou yuo Opoufoepufoin —
ovpmeprhapBoavopévns tponyovpevng Opopupmonc — Ba mpénetl va mapakorovbovvior otevd. o
TPEMEL VAL ANPOBoVV HETPA Yo, TNV TPpooTadela eELayloTomoinong AWMV TV TopaydVTI®V KIvOUVOL TOV
dvuvavtal vo. TpororomBoiv (1.y. kKamvioua, vréptacn Kot vrepmidaipia). Tavtdypovn xoprynon
gpuOpoTOMTIK®V TOPAYOVT®V 1| TPONYOULLEVO 16TOPIKO OpopPfoenforikdv cuppdvtov propel emiong
va avénoet Tov kivouvo BpouPwong 6Toug GUYKEKPIIEVOLS acbevels. Zuvendg, epvbpomotnTikol
TaPAyovTeg N AAAOL TOPAyOoVTEG Ol 0Tto{01 pmopel va, avéRcouvy Tov Kivouvo Bpoufwong, 6mmg
Oepameio opUOVIKTG VTOKATAGTACTG, B0 TPETEL VAL ¥PNGIUOTOLOVVTAL LLE TPOGOYN O 0GOEVELS e
TOALOTAG puédmpa Tov Aappdvouv Aevalidopion pe de&opebalovn. Zuykévipwon aposearpivng dvm
tov 12 g/dl Ba mpémel va 0dNyNoEL Ge S10KOTN TNG XOPYNONS TV EPLOPOTOMNTIKMY TOPAYOVTWV.

2VVIGTATOL GTOVG 0eBEVELG KO TOVG 1TPOVG Vo fpicKOVTaL GE EYPNYOPOT] YO TV OVOYVAPLON
onpeiov kot copntopdtov Bpopufoeppforns. Ot acbeveig Ba npénel va supPfovigvovat va {ntodv
Tpikn Pondeta €4V EUPAVICOVY GUUTTOUATA OTMG dVGTVOLN, BOPAKIKO GAYOC Kot 0I0TLA TOV GVEO 1)
KAT® GKpV. Oo TPETEL VO GUVIGTATAL 1] XPTOT] TPOPVAAKTIKGV ovVTIOPOUPOTIK®OV QUPUAK®V 01K
o€ acbeveig pe emmpocOetovg Tapdyovieg Kivdvvov BpouPmong. H amdgaon yuo ™) Aqyn
avTIOPOUPOTIKAOV TPOPUAAKTIKOV PETPWV Ba Tpémel va AapPAaveTol LETA amd TPOCEKTIKN 0EIOAOYNON
TOV VTOKEIUEVAOV TOPAYOVTOV KivdDvoy Tov Kabe acbevoic.
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Av 0 ac0evig eppavicel omotadnmote Opoufoepuforucd coppavra, n Oepaneio o mpénel va drokomel
Kot O Tpémel va Eexvioel cuviOng avtunktiky aymyn. Otav o acbevic otabeporombei otnv
OVTUTNKTIKN 0y®YN KOl AVTIILETOTIGTOOV 01 TUYXOV EMMAOKEG ToL OpopPogpufoAiikov cvpupdvroc, pmopet
va Eekivnoet Eava 1 Bepameio pe Aevaldopion oty apyikn 666on avéioya pe TV EKTIUNGT 0QEAOLE-
Kwvdvvov. O acbevig Bo Tpémel vo GUVEYIGEL TNV AVTITNKTIKN YY" Katd Tn didpkela tng Oepoameiog
pe Aevoldopion.

Ilvevpovikn vaéptaoy

"Exovv avoeepBel mepimtdoeic TVELOVIKTG LTEPTACTG, OPIoUEVES Bavatneopes, o acbeveig mov
éhoPov Oepoameio pe Aevaridopion. Ol acbeveig mpénet va aloloyovvtal Yo oM UEiN Kol GOUTTOUOTO
VTOKEIPEVNG KOPOIOTVEVLOVIKNG VOGOV TPV amtd TV £vapén Kot KoTd T dtdpkela g Oepaneiog pe
AevaAidopion.

Ovdetepormevio kot Opoufomevio

2T1G KOPLeg 00GOMEPIOPIOTIKES TOEIKOTNTEG TN AEVOALOOUIONC SVUTEPIAOUPBAVOVTOL 1] OVOETEPOTTEVIN
Kot 1 OpopPomevia. ITANPeG apodidypappa, COUTEPIAUUPOVOUEVOV TOV 0plOIOD Kot TOV TOTOV TOV
AEVKOKVTTAP®OV TOV GILOTOC, TOV 0POUOV TOV AUOTETOM®V, TNG AUOGPALPTVIG KOl TOV OILILOTOKPITY
Oa mpémel va dievepyeitat Katd v eniokeyn avapopds, kébe efdoudda yio Tic Tpmteg 8 fdouddeg
Oepamneiog pe Aevaldopion kat oe pnviaio Baon epeENg, Yo TNV TOPAKOAOVONGN Y10 KUTTAPOTEVIEC.
e aoBeveic pe olddeg Aéppmpa, To oYU Tapakorlovdnong Ba tpénel va TpaypoToroleital kabe
epdopdoda yuo Tic Tpmteg 3 efdopdadeg tov kukAov 1 (28 nuépec), ke 2 efdopdades katd tn ddpKela
TOV KOKA®V 2 £0¢ 4 Kot KATOTLY Kot TV €vopén kdbe kokAov. Evdéyetal va amatteitol Tpocmpivi
dwaxonn kM peiowon g d6ong (BA. mapdypago 4.2).

Y€ MEPIMTMOOT OVOETEPOTEVING, O 1TPOG Bl TPEMEL VOL EEETAGEL TO EVOEYOUEVO YPNONG AVENTIKDV
Tapayoviov ot Bepaneio Tov ac0evois. Ot acbeveic Oa mpémel va cupfovAevovTal va avapépovy
GpeGO TVYOV EUTHPETA ENTEITOOLA.

2VVIeTATOL GTOVG 0oOEVELG KO TOVG 1TPOVG VoL fpicKoVTaL GE EYPNYOPOT] YO TNV OVOYVAPLoN
ONUEIDV KOl GUUTTOUATOV OHLOPPAYING, COUTEPIAAUPAVOUEVAOV TETEXELOV KOUETIGTOENC, WOw0iTEPO OE
acBeveic Tov Aapfvouy TavTdYPOVA PAPUAKEVTIKA TPOIOVTO EVAIGONTA TV TPOKANGT CLLOPPAYING
(BA. mapdypago 4.8, Alpoppayikég dtatopoyis).

H ovuyyopiynon Aevaiidopiong pe dAAOVE LDEAOKATAGTAATIKOVG TOPAYOVTEG Ba TPEMEL VOl YIVETOL LE
TPOGOYN.

e Neodwyvochév molhomAd nuéhoua: aceveic mov &yovv vrofindei og ASCT ko Aaufdavovv
Bepaneio pe Aevoldopion cuvinpnong
Y1ic avemBounteg evépyeteg amd ™ uerétn CALGB 100104 copmeptropufavoviay cuufavto mov
avaEpOnKav Petd and yopnynon vyning doong nerpardvng kot ASCT (HDM/ASCT), kabog Kot
cuopupdvta amd v nepiodo Bepameiog cuvtipnong. Mia dgutepn avalvon tavtonoince cuppdvta Tov
TOPoVCIAcTNKAY HETd TNV évapén ¢ Bepaneioc cuvtipnong. Xtn pueaétn IFM 2005-02, ot
avemounteg evépyeleg Tposkuyav Lovo and v mepiodo Bepaneing cuvipnong.

2uvolkd, ovdeteponevia Babpov 4 mapatnpndnke oe vymAdtepn cuyvOTNTA GTO CKEAN
AevaAdopUidN G GLVTHPNONG G€ GVYKPLON LE TO OKEAT] GLVTIPNONG LE EIKOVIKO QAPLAKO OTIG 2 HEAETES
a&loAdynong g AevaAldopidng cuvtnpnong oe acbeveig pe NAIIM mov €yovv vroPAndei o ASCT
(32,1% évavt 26,7% [16,1% évavt 1,8% petd v évapén g Bepanciog cvuvinpnong] otn perétn
CALGB 100104 kot 16,4% évavtt 0,7% ot perén IFM 2005-02, avtictoyya). AvemBounteg
EVEPYELEG OVOETEPOTEVING OPEINOUEVEC 6T Depameio TOL 00 YNGAY GE SLAKOTH TNG AEVAAOOUIONG
avapépnkav oto 2,2% tov aclevav otn perétn CALGB 100104 kot 1o 2,4% twv acbevdv ot
perétn IFM 2005-02, avtictorya. Eumdpetn ovdeteponevia fadpod 4 avapépbnke o mapdoteg
SLYVOTNTEC OTA GKEAN AEVOMOOLIONG CLUVTIPNONG GE GUYKPLOT] LE TA GKEAN GUVTIPNONG LE EKOVIKO
Qappoxo og apupotepes T1g perétes (0,4% évavtt 0,5% [0,4% évavt 0,5% petd v évapén g
Bepaneiog cuvtnpnong] ot perétn CALGB 100104 kot 0,3% évavtt 0% ot pehétn IFM 2005-02,
avtiotorya). Ot acOeveig Oa mpémet va, GUUBOLAEDOVTOL VO, AVOQEPOVY AUESH TUYOV EUTOPETA,
eME0O010 KO EVOEYETOL va omtantn el Tpocwpvn dlakonn g Oepaneiog ko peimon g 66ong (BA.
Tapdypoeo 4.2).
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OpouPomevia fabuov 3 N 4 TopatnpNOnKe ce VYNAITEPN GLYVOTNTO OTO GKEAT AEVOAOOUIONC
GULVTHPNOTG GE GUYKPLIOT] LLE TO OKEAT] GLUVTIPTONG LE EIKOVIKO QAPLOKO o€ PHEAETEG AELOAOYNONG TNG
Aevoidopiong cvvtipnong oe acBeveic e NAIIM mov éxovv vofinbei oe ASCT (37,5% évavtt
30,3% [17,9% évavti 4,1% petd v évapén g Bepomeiog cuvrnpnong] ot perétn CALGB 100104
xat 13,0% évavtt 2,9% ot pekém IFM 2005-02, avtictoya). uviotdtol 6Toug acdeveig Kot Toug
10TpovG va. fpiokovtal G€ EYp1YOpsT] Yio TNV AVOYVMPLOT] GTUEI®V Kol CUUTTOUATOV alpoppayiog,
GUUTEPIAOUPAVOLEV®Y TIETEYEIDV Kol ETIOTAEEWV, WOitePa o€ 0oBeveic mov Aappdvouvy Tavtdypova
QOPUOKEVTIKA TPOIdVTA TOL TOUVMG Vo TPOoKOAEGOLY aupoppayio (BA. Tapdypago 4.8, Ayoppaytkég
doTapay€q).

o Neodwyvoohév morlomid puédmpa: acBeveic mov dev eivar katdAinlot yio petapdcoyevon
kot Tov AapPdvouvv Bepameio pe Aevaidouidn e cuvdvaoud pe foptefopipmn Kot
dekapebalovn

Ovdetepomevia Pabpod 4 mapoatnprnke og YaUNAOTEPT CLYVOTNTO GTO GKEAOG Aevoldouiong og
ovvdvaoud ue Boptelouipnn ko de&apebalovn (RVA) o coykpion pe 1o ouykprtikd okédog Rd
(2,7% évavtt 5,9%) ot perétn SWOG S0777. Eumopetn ovdetepomevia fabuov 4 avapépdnie o
TapopoteG ouyvotTeS oto okéhog RV kot to okérog Rd (0,0% évavtt 0,4%). Oa mpémet va yiveton
GVOTOCT OTOVG ACHEVEIG VO avaPEPOLY AUESH TUYXOV EUTOpeTa emelcOdta. Evosyeton va amartn el
Tpocmpv dakont| g Bepomeiog kavn peiowon g ddong (BA. mapdypago 4.2).

Opopponevia Babuod 3 N 4 napatnpidnke oe vyMAOdTEPN cLYVOTHTO 6TO okéAog RVd o€ cvykpiomn e
10 oLyKkpttikd okélog Rd (17,2% évavtt 9,4%).

o Neodwyvoohév morlamhd puéhopa: acbeveic mov dev gival KOTOAANAOL Y10t LETAPOGYEVGT

Kot oL AapBdvovv Bepaneio pe Aevordopidn ce cuvovacud pe defauedalovn youning

doong
Ovdetepomnevia Pabpov 4 mapoatnphdnke ota oKEAN TG AevaldOoUidng 6€ GUVOLOGUO LE
deapebalovn oe pikpotepo Pabud amod 6Tl 610 cVYKPITIKO oKELOC (8,5% og Rd [cuveyn Oepameia]
ot Rd18 [Bepaneia yio 18 kdKAovg Sudpketag 4 fdopddwv] oe cvykpion pe 15% oto okéhog
peA@aAdvng/mpedvilovng/Baridouione, PA. mtapdypago 4.8). Eteic0d10 embpeTNg OVOETEPOTEVING
Babpod 4 tav copeova e To ouyKpitikd okérog (0,6% oe Rd kot Rd18 acbevav vmd Oepaneio pe
Aevoidopion/deapedalovn oe oOykpion pe 0,7% 610 okélog LeEAPAAAVNG/TPEdVILOVIG/OaAdoUioNG,
PA. mapdypogo 4.8).

®popPomevia fabpod 3 1| 4 Tapatnpndnke oe pikpoTeEPo Pabud ota okéAn Rd kot Rd18 amd 611 610
oLYKpITIKO okéAoG (8,1% évavtt 11,1%, avtictorya).

o Neodwyvochév morlamhd puéhopa: acbeveic mov dev gival KOTOAANAOL Y10t LETANOGYEVGT
Kot Tov Aapfdvouv Bepaneio pe Aevaldopidon o cLVILOCUO Pe HEAPOAGVT] Kot TTpedVILovN

O ocvvdvacrOg Aevaldopidng pe pehpaidvr kot Tpedvilovn og KAVIKEG SOKIUEG acOevmV e
veodLyvmceBEY TOAAATAG puéAmpo oxeTileTor Le YNAOTEPT] GLYVOTNTO EUPAVIONG OVOETEPOTEVING
BaOpov 4 (34,1% ot0 okéhog peA@ardvng, tpedvilovng kot Aevaiidouiong akoiovBodueve omd
Aevaiidopion [MPR+R] kot peh@ardavn, tpedvildvn kot Aevaitdopion axorovbovpeves amd acbeveig
og eikoviko appaxo [MPR+p] oe ovykpion pe 7,8% o€ acbeveic vnd Oepameio pue MPp+p, BA.
mopaypaeo 4.8). Encic6dio epmdpetng ovdeteponeviag Pabpot 4 mapatnpndnkoy ondvia (1,7% oe
acBeveig vo Oepameia pe MPR+R/MPR+p g cuykpion pe 0,0% og acBeveic vid Oepancio pe
MPp+p, BA. mapdypapo 4.8).

O cVVOVAGIOG AEVAASOMIONG 1e LeAPaAdv Kal TpedVILOVN og acheveic pe TOALOTAS LOELMUQ
oyetiletan pe vymAoTepn cuyvotTnTa epeavions Opopforeviag Babpov 3 kot Babpov 4 (40,4% oe
acbeveig vo Oepancio pe MPR+R/MPR+p o€ oiykpion pe 13,7% og acBeveig vmd Bepaneio pe
MPp+p, BA. mapdypago 4.8).

e TloAlomAd puéropo: acbeveic ue TovAdylotov uia Tponyovuevn Hepomeia
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O cvvovacpoc Aevartdouiong pe de€apebalovn oe aobeveic e TOAMOTAO LVEA®LLO [LE TOVAGYIOTOV
pio ponyoduevn Oepaneia oyetileton e vyNAGTEPT GLYVOTNTA ELPEVIENG ovdeTepOTTEViog Babuov 4
(5,1% o€ acbBeveic vad Oepaneio pe Aevardopion/seapnedalovn oe cOykpion pe 0,6% ce acbeveig
v Bepameio pe sikovikd eappoako/deEapefalovn, PA. mapdypago 4.8). Ereicodio epumopetng
ovodeteponeviog Paduod 4 mapatnprOnkav owdvia (0,6% ce acBeveic vtod Bepaneia pe
Aevoidopion/deapebalovn og obykpion pe 0,0% oe acbeveic vd Bepaneia pe elKOVIKO
Qappaxo/de&apedalovn, Pr. mapdypapo 4.8).

O cvvdvacpog Aevaidouidng pe oeapebalovn o acbeveic pe morhamhd pvélopo oyetileton pe
vynAdTEPN GuYvoTNTA ELPdviong Opopuponeviag Babpod 3 kot Babuod 4 (9,9% xot 1,4% avtictolymg
o€ acbeveig vid Bepameio pe Aevardopidn/de&opedalovn o auykpion pe 2,3% kot 0,0% oe acBeveic
V1o Oepomeia pe ecovikd eapuako/de&auedalovn, Pr. mapdypapo 4.8).

e  MvuglodvorhuoTikd cHvdpoa
H Oepancio pe Aevolidopion o acheveic pe poehodvomiactikd cOvdpoua oyetiletal e vyniotepn
ovuyvoOTNTO ELPAVIoNG ovdeTepomeviag kot Bpoppomeviac fabpod 3 ka4 ce cuyKplon pe acbeveic VO
Oepameio pe eucovikd edapuaxo (PA. mapdypapo 4.8).

e Aduoouo amd KOTTUPO TOV HovdLA.
H Ogpancio pe Aevaiidopion oe acbeveig pe Aépoopo omd Kotrapa Tov povdva oyetiletorn pe
VYNAOTEPT GLYVOTITA EUPAVIOTG ovdeTepomeviag fabuov 3 kot 4 o€ aOyKplon pe Tovg acheveic 6To
oKkéLog eELEYyoL (PA. mapdypapo 4.8).

o  Olmdec AMéupoua
O cvvdVaGIOG Aevaldopidng pe prrovéiuaunn oe aobeveig pue olmdeg Aéupmpo oyetileton pe
VYNAOTEPT GLYVOTNTA EPPAVIOT|G ovdeTepomeviag fabuov 3 N 4 oe cvykplon pe acbeveic 610 okéNog
€IKOVIKOV Qoppdakov/prrovépuaunnc. H epmdpetn ovdeteponevia kot 1 Opopuponevia fabuov 3 1 4
TapoTNPENONKAY To GLYVA 610 okéAOG Aevaldouidng/prrovéudumng (BA. mapdypago 4.8).

Awozapoyéc Tov Bopeoerdodg

"Exovv avoeepBel mepintdocic vmobupeoeldiood Kol TEPUTTOCELS VTEPHVPEOEIOIGOV. ZVVICTATOL
BEATIOTOG EAEYYOG GLVVOGN POV KATOGTAGEWMY TOL EMNPedlovv T Agrtovpyia Tov Bupeoedoic Tpv
amo Vv évapén g Bepaneiog. ZovictdTor apyikn Kot cuve lLopevn TopakoAovdnon g Asttovpyiog
oV Bupeoeldovc.

Leprpepixn vevpomadBeia,

H Aevalidopidn oyetileton dopukd pe T Bokdopion,  onoia givol yvooto 0TL Tpokaiel cofapn
TEPLPEPIKT vevpoTtdbela. Agv vnpEe aENGT GTNVY TEPLPEPIKT VEVPOTADELN TOV TAPAUTPNONKE LE TN
AevoAdopion og cuvovacuod pe deEapuedalovn N perpordvn kot Tpedvilévn 1 povobepameio pe
AevoAdopion N pe T pokpoypdvia xpnon tng Aevaidopiong yio tn fepaneia Tov veodiayvmcsBévtog
TOALOTTAOD LVEADLLOTOG.

O cvvdvacpog Aevaldopidng pe evoopAéPia Poptelopipmn kot de&apebalovn o acheveic pe
TOALOTAG PuEA®LO oYeTICETOL e VYNAOTEPT CLYVOTNTO TTEPLPEPIKNG VELpOoTtaDelac. H cuyvotnta
nrav yaunAdtepn 6tav 1 foptelopipnmn yopnyndnke vroddpia. ['a npdcobeteg TANpopopies, PA.
napdypoeo 4.8 kot v [IXII yuo ™ Poptelopipmn.

Avtidpaon ovolowrdpwonc 0ykov Kol aOvopouo AVenc 0yKov
A&gdopévov OTL 1 AEVAAIOOUION EXEL AVTI-VEOTAAGUOTIKY Opdon, eivat Suvatdv va, ELEovVIGTOHV 0L
EMTAOKEG TOV GLVOPOLOL AVong dykov (Tumour lysis syndrome, TLS). "Eyovv cuyvé mapatnpndei
TLS kot avtidpaon avalomndipwong dykov (TFR) og acbeveic pe xpovia AeP@oKLTTOPIKT AsvyaipLio
(XAA), ko 6yt cvyva oe acBeveic pe Aeppouara, ot oroiot voPANONKay og Oepameia e
Aevoidopion. Exovv avaeepbei Bovatneopa tepiotatikd TLS katd ) didpkeia tng Oepomeiog pe
Aevoidopion. Kivévvo yia TLS kot TFR Satpéyovv acBeveig pe vynmid eoptio dykov mpv amd )
Oepamncio. Oa mpémel va divetatl mpocoyn 6tav avtol ot acbeveig Eekvohv Bepameio e Aevaiidopion.
Ot ovykekpévol acheveic Oo Tpémet vo TapakoAovBodvol oTeEVE, €101KA KOTA TN SIAPKELD TOV
TPMOTOL KVKAOL 1} TNG KAUAK®ONG TNG 6001MG, Kol va AapPavovTal ot KATAAANAEG TPOPLAGEELS.
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Ymp&av ondvieg avapopég TLS oe aoBeveic pe molhamAid poéhmpo mov vrofAnonkay oe Bepameio
ue Aevodopion, kot Kapio avapopd oe acbeveig pe poelodvonlactikd cuvopoua Tov VIToPARON KoY
o€ Oepameia pe Aevaidopion.

e  Aduoopa ond KdTTOpO TOV pavova
SVVIGTATOL TPOGEKTIKT TapakorovOnon kot agloddynon v TFR. Ot acBeveig e vynio Aebvn
Ipoyvwotikd Agikt yio Adpeopo and kotTapo tov povdde (Mantle cell lymphoma International
Prognostic Index, MIPI) kotd ) didyvoon 1 oykddn voco (tovhdyictov pio BAGPN Tov eivar > 7 cm
o1 HeYoADTEPT O1duEeTPOo) KOTA TNV Evapln, evdéyetor va dtatpéyovv kKivouvo yia TFR. H avtidpaon
avalomopwong 0ykov pmopsi vo ppundet eEEMEN g vooov (progression of disease, PD). AcBeveig
o115 peréteg MCL-002 kor MCL-001 mov gppdvicoyv TFR Babpot 1 kou 2 éhaPav Oepaneia pe
KOPTIKOGTEPOEION, MEAD KON VOPKOTIKA 0VOAYNTIKA Yol TN S10)EIPLOT TV CUUTTOUATOV TNG
TFR. H andépaon oxetikd pe  Aqym Bepamevtikdv pétpwv yioo TFR 8o mpémet va yiveton petd omd
TPOGEKTIKT KAWVIKY 0&10A0YN o ToL Kabe acbevn Eexmpiotd (BA. mapaypdeovg 4.2 ka1 4.8).

o  Olmdec AMéuooua
ZVVIGTATOL TPOGEKTIKT TTapakorovOnon kat a&loAdynon yio TER. H avalordpwon dykov propet va
piunOei PD. AcBeveig mov eupdvicav TFR BaBpov 1 kot 2 édafav Oepameio e KOPTIKOGTEPOELDT,
MXEA® kov1 vopKoOTIKA avaAynTIKA Yia T dlayeipion Tov cvpntopdtov e TFR. H andeaon
oYeTIK pe T AqYT BepomevTikodv péTpwv v TFR Ba mpémet va yivetal petd amd mposekTiKn KAVIKNY
a&lohdynon tov kabe acbevn Egyopiotd (PA. mapaypdpovg 4.2 kot 4.8).

Yuviotdton TPoGEKTIKT TapakorovBnon kot a&ordynon yio TLS. Ot acBeveic Ba mpémet va givan
KOAQ EVOOATOUEVOL KOt VO AapBdvouy TpopuAakTikn aywyn yio to TLS, kabd¢ kat va vrofdiiovtal
K60e efdopdda e Proynukd ELEYYO KOTA TN SIUPKELN TOL TPMTOV KUKAOL 1] PE UEYOADVTEPO YPOVIKY
LEGOJGTAULATA, OTMG eVOEiKVLTOL KAMVIKG (BA. Tapaypdpovg 4.2 kot 4.8).

Doptio oykov

o  Aéuooua amd KOTTOPa TOL pHovdva
H Aevaiidopidn dev cuviotdton yio tn Oepaneio achevav pe vymio eoptio 0yKov €av givar dStobéotpleg
EVOAMOKTIKEG eMAOYEG Bepameiag.

THpowpog Bavarog

2t MeAiétn MCL-002 vip&e cuvolkd pa epeovig avénor otoug tpdmpovg (evtos 20 efdopddmv)
Bavatovc. AcbBeveic e vYMAS Poptio dykov Katd TNV Evapén dloTpEyovv avénuévo Kivouvo Tpodmpov
Bavdatov, vanipéav 16/81 (20%) mpoéwpot Bdvatol 6to okélog T Aevaiidouiong kot 2/28 (7%)
mpompot Bavatotl oto okérog eéyyov. Evtog 52 gfdopddwv ta avtiotoya peyedn rav 32/81 (40%)
Kot 6/28 (21%) (BA. mapdypao 5.1).

AvemOounteg evépyeieg

2 Merétm MCL-002, xatd ) didpkeia tov KokAov Oepameioag 1, 11/81 (14%) acbeveig pe vymio
@optio Oykov amocvpOnkay and ™ Bepomeior 6T0 GKEAOC TNG Aevaidopiong Evavtt 1/28 (4%) otnv
opada gléyyov. O KVplog AdYog yia T dakonn G Oepaneiog o acbevelg pe vynAd poptio dyKov
KOTA TN O1dpKela Tov KOKAOL Bepameiag 1 oto oKkéLog TG Aevaldopiong ftav ot avembounteg
gvépyeteg, 7/11 (64%).

Q¢ ek ToVTOV, 0ebeveig pe VYMASG Poptio dykov Ba Tpémel va TapakoiovBodvial oTeEVE Yo
avemBounteg evépyeieg (PA. mapdypoeo 4.8) copnepriapfovouévav Tov onueiov avtidpaong
avalomopwong 6ykov (TFR). TTapakaieiobe vo avatpi&ete otny mTapdypopo 4.2 yio TPOGAPUOYES TNG
doong ywo TFR.

To vynAod poptio dykov opiotnke g TOLVAGYIoTOV pio PAGPN mov ivar > 5 cm ce ddpetpo N 3 PAGPeg
mov glvon > 3 cm.

AlAepyiéc avudpdoeis koi gofopéc depUOTIKES aVTIOPATELS

"Exovv avoepBel TepIntdoelc aAAEPYIKOV aVTIOPAGE®MY, GUUTEPIAALPOVOLEVOV AYYELOOIONLATOG,

OVOPUACKTIKNAG aVTIOPUGTC Kot GOPap®mV SEPUATIKMY ovTIOPAcE®V, cupureptlapufavouévey tov SJS,

TEN ka1 DRESS, o¢ ac0gveig mov éhapav Oepaneia pe Aevaidopion (BA. mapdypago 4.8). Ot

aoBeveic Oo TPETEL VO EVILEPOVOVTOL Y10 TOL GNUELN KO TO GUUTTMUOTO CVTAOV TOV OVIIOPAGEDV OTo
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0VTOVE TOL TOVE GUVTAYOYPOUPOVY TO PAPLOKO Kol Ba Tpémet vo Aappdvovy 0dnyieg va avalntovv
aueco watpikn fonbdela oe TEPINTTOON TOV EKONADGGOLVY AVTA TO cuuTTOUaTo. H Ogpaneia pe
AeVOAMOOUION TPEMEL VO, SI0KOTTETAL OE TEPIMTTOOT QYYELOOIONLULOTOC, AVOPVANKTIKNG OVTIOPOUOTG,
OTOPOALOMTIKOV 1] TORPOAVYDO0VG e€avOnuatog 1) o vroyio SIS, TEN 11 DRESS, kat dev 0o mpémet
va Eekivd ek vEou petd amd dlakom Ady® TETolwv avTdpacewy. Oa tpénet va eEetdletal To
EVOEYOUEVO TPOCOPIVIG N LOVIUNG SLOKOTNG TNG AEVOAIOOUIONG G€ TEPITT®ON GAL®Y HOPPDOV
deppatikng avtidpaonc, avoroymg g coPapotnras. Ot acheveic mov eiyav mponyovpueves OAAEPYIKEG
avTIOPAcElS KaTa T Oepameio pe Baiidopion Bu mpénel va TapaKoAovBovvTal oTeVA, KOOMOS £xEl
avapepBel atn Piproypapia Thovr S106TAVPOVUEVT OVTIOpaoT] LETOED Aevaldouiong Kot
Bolwdopuidng. Ot acBeveig e 16T0p1Kd coPopol e&avinuatog mov oyetileton pe Oepaneia pe
BaAdopion oev Ba pémel va AapPdvovy Aevardopion.

Aedepec mpwronalbeic karxonbeieg

Mia avénon tev devtepav mpmtonabmv kKakoneumv (Second primary malignancies - SPM) éyet
mapatnpn el oe KAvikég dokég o€ aoBevelg e puélmpa wov elyav Tponyovpévmg vroPfindel oe
Oepamneio pe Aevoridopion/oegopuedalovn (3,98 ava 100 atopo-£tn) 68 GOYKPION LE TOVG UAPTVPES
(1,38 avé 100 atopo-£tn). Ot un dmdnricég SPM meprhapfavouv deppatikd KepKvdprato €K Pactkmv
N TAokodmV Kuttdpmy. H mistoyneio tov omdntikov SPMs fTav kaKon0gleg COUTAY®Y OYKOV.

Y& KMVIKEG SOKIHEG aaBevOVY e VEOIYVOGHEY TOALATAG PLEA®UA TTOL dEV Eivol KOTAAANAOL Y10!
UETOUOCYEVOT, ExEL TapaTnpNOel twa avénon 4,9 popég otn cuYVOTNTO ELPAVIONC OULOTOAOYIKMV
SPM (nepumtdoeig ofeiag poehoysvong Asvyopiog (acute myeloid leukaemia — AML) ko1 MDS) og
aocBeveic mov Ehafav Aevaldouion e cuvovAGUO pe HEAPOAGVT Kot TPESVILOVN péypL TNV eEEMEN
(1,75 ava 100 atopo-£tn) oe ovyKpion pe peEApaidvn o cuvovaoud pe tpedviovn (0,36 avda 100
OTOMO-ETN)).

"Exet mapatnpnBet pio adéEnon 2,12 popég otn cuyvotnra eppdviong SPM counaydv 0ykov o
acBeveic mov Elafov Aevaridopidn (9 kdkiot) og cuvovacud pe peraiavn kat tpedvildovn (1,57 ava
100 atopo-étn) oe cVYKPLION pE LEAPOUAAVT GE cuVOVacuO pe Tpedvilovn (0,74 ava 100 atopo-£tn).

e aoBeveic mov ElaPav Aevaridopuidn oe cuvovaouod pe degapebalovn uéxpt mv eEEMEN N Yo
18 unveg, n ocuyvotTo ELPAVIGNC TV oupatorloyikdv SPM (0,16 avd 100 atopo-£tn) dev avénbnke
o€ ovyKpilon pe BaAdopion oe cuvdvaoud pe pereardavn kot tpedvifovn (0,79 ava 100 atopo-£tn).

"‘Exel mapatnpnel o avénon 1,3 eopég otn cvyvdtta epedviong SPM counayov dykov o€
acBeveic mov Eafav AevaAiidopion oe cuvdvacud pe oeEapefalovn puéypt v eEéMEn 1 yuo 18 univeg
(1,58 ava 100 atopo-£tn) o€ oOyKpion pe OaAdouidn o€ GUVOLOCUO e LEAPOAGVT Kot TPESVILOVT
(1,19 ava 100 atopo-£tn).

e aoBeveic e veodlayvmaeéy moAAamAd puédopa tov EAafov AEVaAIOoUidn o€ GUVOLOGUO LE
BopteCopipmn xon de&apefalovn, 1 cuxvoTnTa EPPEVIoNS TV arpatoroyikmv SPM ftav 0,00 — 0,16
avd 100 atopo-£tn Kot 1 cuyvotTa euedvions SPM copmaydv dykov ftav 0,21 — 1,04 ava 100
OTOMO-ETT).

O avénpévog kivéuvog devtepmv tpmtonaddv Kakonbeidv mov oyetiovrat pe t Aevaiidopion givan
emiong onuavtikdg oto mAaiclo NAIIM petd and petapdcyevon apyéyovav kuttdpwv. [apdio mov
avTOG 0 KiVOUVOG OgV EYEL QKOO XOPAKTNPIOTEL TANPOC, B0 Tpénet va Aapfdavetal vToyn otov
e€etdletal To EVOEXOUEVO KO XPTOLUOTTOIEITOL AEVAMIOIdN VIO AVTES TIG CLVONKEG.

H ocvyvomto epedviong apatoroyikdv kokondeidv, kopiog AML, MDS kot kokonOgidv B-
KUTTapov (cuumepropfovopévouv Tov Aepempatog Hodgkin), ntav 1,31 avd 100 atopo-£tn yio ta
oKkéAN Aevaidopidng kot 0,58 avd 100 atopo-£tn yuo o okéAN ekovikov eapudiov (1,02 ava 100
atopo-£tn ywo acteveic mov extébnkay og Aevaiidouion petd and ASCT kot 0,60 ava 100 atopo-£tn
v acBeveic mov dev extébnkav og Aevaldopion petd amd ASCT). H cuyvotnta epedaviong SPM
coumay®v 6ykmv ntav 1,36 avé 100 atopo-£tn yio ta okéAn Aevaidopidng kot 1,05 ava 100 atopo-
£ Y100 T0. OKEAN e1KovikoD eapudkov (1,26 avéd 100 atopo-£1n yio acBeveic Tov extédnioy oe

24



Aevaadopion petd amd ASCT kat 0,60 avd 100 atopo-£tn yio 0o0eveic mov dev ektéONKOV €
Aevaiidopion petd omd ASCT).

O «ivdvvog gppdviong atpatorloyikdv SPM npénet va Aappdvetor vwoyn mpv amd v Evapén e
Oepamneiog pe Aevaldopion gite 6€ GLVOLOCUO e LEAPAAGVY €iTe AUECMG LETA OO LEAPOAGVT
vynAng 06omg kot ASCT. Ot witpoi Ba mpémet va a&loAoyodV TPoceKTIKG TOVG 0oBeVEiS TPV Ko KOTd
™ ddpkela TG Bepameliog ypnoponoidvTag TpoTumn eE€tact kapkivov yia epgdvion SPM kot va
Eexvouy Bepameio, COUP®VA [LE TNV EYKEKPIULEVT EVOELE).

E&éhién oe oleia poedoyevn Aevyaauio oe pvelodvariactixd avvopoua (MDS) younlod ko yeoaion-1
KLVODVOD

o Kapvdrumog
O1 petafAntéc avapopds, CLUTEPIAAUPOVOUEVTG TG CUVOETNG KUTTOPOYEVETIKNG, GYETI(OVTAL UE TNV
e&eMén oe AML o¢ dropo pe avorpio Tov omortel HeTayyioelg Kot £X0uV TNV aVOLOAIN OTOAELNG TOV
LOKPOL GKEAOVG TOL Ypmpocouatog S (Del 5q). Ze pia cvvdvacuévn avdivon dVo KMVIKGOV SOKIUGY
NG AEVOAMOOUIONG G€ HVEAOOVOTANCTIKA GUVOPOLLO XOUNAOD 1| pesaiov-1 Kivdvvov, Ta ATOUA [E
GUVOETT KLTTOPOYEVETIKT OLETPEXAV TOV DYNAOTEPO EKTILADUEVO J1ETH 0fpoioTikd kivouvo e&EMEng oe
AML (38,6%). To exktipumdpevo detéc mocootd eEEMENc oe AML oe acBeveic e pepovopévn
OVOLOALN OTOAELNG TOL HOKPOV GKELOVG TOL Ypwpocdpotog S (Del 5q) frav 13,8%, oe cbykpion e
17,3% vy acBeveic pe ammieia Tov pakpod okélovg Tov ypopocopatos S (Del 5q) kot pia
EMIPOGOETT KVTTUPOYEVETIKY] OVMLLOALNL.

Kotd ovvénela, n oxéon opéhovg/Kivovvou g Aevaiidopidng, otav ta MDS oyetiovio pe andAieia
TOV HOKPOD okELOLG TOV Ypopocmpatos S (Del 5q) kot cuvBetn KuTTOPOYEVETIKT, OEV EIVOL YVOOTY.

« Kotdotoon tov yovidiov TP53
M petdAraén oto yovidio TPS53 mapovcibletan 610 20 £mg 25% twv acbevdv pe yopunAiod Kivdivou
MDS pe v andAeia Tov PLokpov okEAOVS TOV ypmpocmpatog S (Del 5q) kot oyetileTon pe
VYNAOTEPO Kivouvo eEEMENG oe oeia, puedoyev Aevyotio, (AML). Xe o post-hoc avaivon pog
KAVIKN G SOKIUNG TNG AEVOALSOUIdNG G€ LUEAOSVOTAAGTIKG GOVOpOLD Yapniod i pecaiov-1 kvdvuvov
(MDS-004), to ektipudpevo dietég mocooto eEEMENG oe AML fjtav 27,5% o€ acbeveic pe Oetikd
anotélecpa g e€étaong IHC-p53 (1% tov emmédov dokpasiog oyvpng TupNVIKIG YPAOCNG,
YPNOYLOTOIDVTOS 0VOGOTOTOYNUIKT] 0E0AGYN O™ TNG TPOTEIVNG P53 O VTOKATAGTUTO Y10 TNV
katdotaon petdAlatng tov TP53) xon 3,6% oe acbeveic pe apyntkd amotéiesua g e&étaong IHC-
p53 (p = 0,0038) (BA. mapdypago 4.8).

Eééién oe dlheg kaxonbeieg aro Aeupwpo omo KOTTapa 100 Hovovo.

Y10 Aéppopa amd kKoTTapa Tov pavdva, 1 AML, ot kakonfeieg B-kuttdpov kot ot pn pelavopotikol
Kapkivol Tov dépuatog (Non-melanoma skin cancer, NMSC) anoteAodv tontomompuévoug
KvdOVoLC,.

Aebrepec mpwronaleic karxonbeieg oto olwdec Aéupawua

e wo perétn vrotpomialovioc/aviektikov un Hodgkin Aeppodpatog Ppadeiog eEéAEng (iNHL) 6mov
ocvumeptropfavovtay kot acbeveic pe olmdeg Aéppoua, dev mapoatnpnonike avénuévog kivouvog SPM
0T0 GKEALOG AEVOAIOOUION G/ PITOVEUAUTNG GE GUYKPLOT| [LE TO GKEAOG EIKOVIKOD
QapudKov/prrovépaunng. Apatoroyikés SPM teg AML mapovsidotnkav o€ 0,29 avd 100 atopo-
£ 670 6KéAOC Aevaldouiong/prrovéudunng oe cvykpion pe 0,29 ava 100 atopo-£tn oe acbeveic
oL AdpPovay ewovikd edppoako/prtovépdunn. H cuyvotnta eppdviong tov apatoroyikdv SPM
ovv 1@V SMP copnaydv 6yK®mVv (EEAPOVIEVOV T®V U1 LEAAVOUATIKOV KOPKIVOV TOV dEPLOTOG) NTAV
0,87 avd 100 atopo-£tn 010 okélog Aevaldouiong/prrovéudunng, oe coykpion pe 1,17 avd

100 atopo-étn o€ acbeveig Tov AauPoavoy IKoVIKO PAPUOKO/PITOLEUAUT HE dtapeoN
napakorlovinon 30,59 unvav (gdvpog 0,6 £mg 50,9 univec).

Ot un peravouatikoi Kopkivol Tov EPIITOS OTOTEAOVY TAVTOTOUEVOLS KIVODVOLS Kot
TEPILOUPAVOLY KOPKIVOHOTO OEPUOTOG OO TAOKMDIEG EMONAL0 1 PACIKOKLTTOPIKE KOUPKIVOLOTCL.
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O yatpol Ba mpénetl va mapakorlovBovv Tovg acbevels yia epedvion SPM. Otav egetdleton to
gvoeyouevo Oepameiog pe Aevaiidopion, Oo tpénet vo Aopfavetal vIoyn TO60 T0 SVVNTIKO OPELOC TNG
Aevoidopiong 660 kat o kivovvog yio SPM.

Hrowikéc drarapoyéc

"Exetl avapepbei nmotikn avendpkel, cCupmTepIAAUPovOUEVOY BovaTnQOp®Y TEPICTOTIKAV, GE acheveic
mov Ehafav Aevaldopion oe Bepaneio cuvOVAGHOD: Exovv avapepbel o&ela nratikn avendpkela,
To&IKN NTOTITION, KUTTAPOAVTIKT NAATITION, YOAOGTATIKN NTOTITION KO LUKTY
KUTTOPOAVTIKT/ Yo ooTaTIKY NTatitido. Ot unyavicpol tng coPapng QupUOKOYEVODG
NTAToTOEIKOTNTAG TUPAUEVOVY AYVOGTOL, OV KO, GE LEPIKES TEPITTACELS, 1| TPOVTAPYOVGO LOYEVIG
NTATIKN VOGOC, 01 AVENUEVES TILEG AVaPOPAS NIOTIK®Y eviDI®OV Kot Thovdg 1) Oepomeio e
OVTIPLOTIKG EVOEXETAL VO OTOTEAOVV TTAPAYOVTES KIVOUVOU.

Mn @uG10A0YIKEG SOKIUAGIES NTATIKNG AEITOVPYING avaeEPONKay GUYVE Kot NTaV YEVIKG
OCVUTTOHOTIKES KOl OVOSTPEYILES [LE TN dtakomh TNG 060N, MOAG Ol TAPAUETPOL EXICTPEYOVV OTIG
TIWES avapopac, umopel va e€etaotel To evogyduevo Bepaneiog pe yapniotepn d6om.

H AevaAidopion amekkpiverar amd toug veppovc. Eival onpavtikn n tpocappoyn e 66ong o
aoBeveic pe veppikn duoiertovpyia, £T61 MOTE VO OTOPEVYOOVV EMIMESN TAAGLOTOG TOL PITOPEL VO
av&NooVY TOV KIVOUVO Y10 VENIEVEG AULOTOAOYIKESG AVETBVUNTESG EVEPYELES 1] NTATOTOEIKOTNTO.
ZUVIGTATOL TAPOKOAOVON N TNG NTOTIKNG AELITOLPYING, 1010{TEPA OTOV VILAPYEL IGTOPIKO 1| TOVTOYPOVN
10YeVIAG AOT®EN TOL NIaTog 1 6TAV 1] AEVOALOOWION cLVOLALETAL e PAPHOKEVTIKA TPOIdVTO TTOV Eivot
YVOGTO 0TL oYETICOVTOL e NTTOTIKT SVGAEITOVPYIQL.

Aoluwdn ue n ywpic ovdstepomevia,

Aocbeveig pe molamdio puéhopo eivor emippeneig oty avartuén Aowoéemv copmepthapfovouévng
g mvevpoviag. [Hapatnpnnie vynAOTEPO TOGOGTO AOUMEEDV e TN AEVAAIOOUION GE GUVOLOCUO LE
de&apebalovn and 6Tt ue MPT (Melphalan, Prednisone, Thalidomide) o€ acBeveig pe NAIIM mov degv
glval KaTdAANAO0L Y10 LETAUOGYEVOT), KOL UE TI AEVOAOOUIOT GUVINPNONC GE GVYKPION UE TO EIKOVIKO
eappako og acbeveig pe NAIIM mov €xovv vroPindei oe ASCT. Eppaviotnray Aoméelg Babupod >
3 oto mAaiola TG ovdeTepomEVinG o€ AydTepo 0mtd 10 Eva Tpito TV acbevav. AcBevelg Le YvmoTong
TPAyovTeg Kvovvou Yo Aotudéelc Oa mpémel va mapakoiovBovvtat otevd. Orot o1 acBeveic Oa
TPEMEL VoL GVUPoLAEVOVTOL V. ava{nTOVV AUEST TpIkn Bonfeta Le TV ELPAVION TOL TPMOTOV
onueiov Aolpwéng (m.x., PNxas, TUPETOG K.A.T.), EXTPEMOVTAS LLE ALTOV TOV TPOTO TN TPMOIUN
dwayeipion yuo 1N peioon g coPfapdtnroc.

likn emavevepyomoinon

"Exovv avagepbel mepiotatikd ukng enavevepyonoinong o€ acbeveic mov Aaupdvovv Aevaiidopion,
ocvopmepropufavouévemy cofapdv TEPIGTATIKMDY EMAVEVEPYOTOINGNG TOL 100 épmnta (®othpa 1
nratitdog B.

Mepikd amd Ta TEPIoTATIKE UKNG ETavevepyomoinong elyav Bavatnedpa EkPaon.

Mepikd amd To TEPIGTATIKA EMAVEVEPYOTOINONG TOL £pmnta {MOTHPO 0dNYNCOV GE ddYLTO £pmnTal
Lwotpa, unviyyitda and Epmnta Cootipa 1 o@OaAUKd £pmnTa (OOTHPU TOL ATOUTOVGOV TPOCOPIVH
movon 1 Loviun dtakomn g Bepaneiag pe Aevaiidopion Kot Exapkn avti-ukn Bepamneio.

"Exel avagepbet omdvia emavevepyomoinon e nratitidoc B og acbeveic mov Aapfdavovv Aevaiidopion
o1 omoiot £yovv poAvvlel 6to TapeAbov e Tov 10 g Nratitdag B. Mepikd and avtd to mepiotaTikd
éyovv e&ehyfel og ofeia NIATIKY OVETAPKELD, UE OMOTEAEGHO TN SIOKOTN TNG AeVOAMOOUIdNG Kot Tn
xopNynon enopkovg avii-ukng Oepaneiog. H katdotaor tov 100 nratitidog B Oa npénet va kabopiotel
mpv amd v Evapén tng Bepaneiag pe Aevaidopion. I'a acbeveic pe Oetikn e€€taon yia Aoipnwén and
HBV, cuvietdrtal n cupfovin yotpod pe edikevon otn Oepaneio tng nratitidag B.
Oa pémet va divetal mpocoyn Otav 1 Aevaidopion ypnoipomoteitol o€ acheveic Le TPoNyoLHEVN
Aotlpwén and HBV, cuumepirapfavouévav acdevav mov gival avti-HBC Oetikoi adlid HBSAg
apvnrtikoi. Avtol ol acBeveic Bo mpémel va TapaKoAovBoVUVTOL GTEVA Yio oNUeiol KOl GUUTTOIOTO
gvepyov Aoipméng amd HBV kab’ 6An m didpketo g Oepaneiog.
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o AoBeveic pe veodiayvmcBév modhamid puéropa
Yrnp&e éva vynAdTepo T0G0GTO Un avoyng (avemBounteg evépyeteg Babuov 3 1 4, coPapég
avemBounteg evépyeleg, dlokomn) oe acbeveic nlikiag > 75 etdv, otadiov 1 kotd T otadiomoinon
ISS, xatdotaon anddoong katd ECOG<2 1} CLcr<60 ml/min 6tav 1 Aevaiidopidn yopnyeiton o
ouvdvacpd. Ot acBeveig Ba Tpémet vo aE10A0YOVVTOL TPOGEKTIKA Y10, TNV KOVOTNTA TOVG VA aveyBovv
TN Aevoldopion og cuvdvacuo, e&etdlovtog v nAikia, T otadtomoinon ato otadio 11 katd ISS,
v Kotdotaon anddoons katd ECOG=<2 1} CLcr<60 ml/min (BA. mapaypdeovg 4.2 kot 4.8).

Karoppaxtye

"Exer avapepbei kotappdKtng pe vymAdtepn cuyvotnto o 0obeveig mov Aapfdvouy AevaAldopidon o
ouvdvacud pe deapuedalovn, Wiaitepa 6TV YPNGULOTOLEITOL Y10 TOPATETOUEVO YPOVIKO SLAGTI L.
SUVIGTATOL TOKTIKT TOPOKOAODONGN TG OTTIKNG IKOVOTNTOC.

Tlpoiovoa wolveotiaxy Aevkoeykepotonaleio (Progressive multifocal leukoencephalopathy, PML)
"Exovv avaeepbei mepittdoelg mpoiovoag ToAveGTIoK G Asvkogykeparonadeiag (PML),
couneprropfavouévev Bavammedpov tepmtdcewv. PML avagépOnke apketong uives £0¢ opkeTd
xpovia petd v vapén g Oepaneiog pe Aevaidopidn. ['evikd, éxovv avapepbel mepimtdoelg oe
aoBeveic mov Aappdvovy Tavtdypova defapebalovn 1 mponyoduevn Bepaneia pe GAAN
OVOGOKOTAGTAATIKT ynuetodepameio. Ot watpoi Oo mpénet va mapakoiovfolv Tovg acheveic o€ TaKTd
ypoviKa dtootripota Kot Oa mpénet va egtalovv to evdeyopevo g PML ot diapopikn didyvawon og
0oBeveic e Ve 1] EMOEVOVLEVO VEVPOAOYIKH CUUTTOUOTA, YVOGLUK( 1] GUUTEPIPOPIKA oTUElR 1
ocopnTopote. Oa Tpénel eniong va 6ivetal cLUPOVAT GTOVG AGOEVEIC VO EVIIUEPDVOLV TO GOVIPOPO M
TO ATOUO TTOV TOVS EPOVTILOVV OYETIKA LE TN Bepaneio, kKabmg Vo€ ETAL VO TOPATNPTIGOVY KATOLN
CUUTTMOUOTO T 01010 dev avTilapPavetal o id1og o achevnic.

H a&ohdynon v PML Oa wpénet va faciletor otnv veuporoyikn e£ETao, TN LOYVNTIKH TOLOYPOQio
TOV EYKEPAAOL KO TNV avaAvon Tov eykepaiovmtiaiov vypov yio DNA tov 100 JC (JC virusv JCV)
He aAvodmT avtidpacn moAvpuepdong (polymerase chain reaction, PCR) 1 o Broyia eykepdiov pe
g&étaon yia JCV. M apvnrikny JCV PCR dev amokAeier tnv PML. Evdéyetot va amatteiton mpochetn
TapokolovOnon kot agloldynon dv dev pmopet va tebel kapio evoOAAAKTIKY S10yvmon.

Edv vrapyet vroyio PML, 1 yopriynon mepattépm 066MG TPEMEL VA, AVAGTELAETAL TPOGMOPIVA HEYPL VUL
amokAelsOei n PML. Edv emPePformbel n mtapovsio PML, n Aevaldopion mpénet vo S1okomel Lovipa.

Avoavelio oty Larxtoln

Ta oxAnpd koydkio Lenalidomide Accord mepiéyovv Aaxtdln. Ot acbeveic pe omdvio KANPOVouLKa
TpoPAnuata dvocavesiog otn YOAAKTOLN, OMKNG AVETAPKELNG AOKTACTG 1] Sucamoppoenong yAvkolne-
yaAaktolng oev Ba mpémetl va AapBEvouy ouTo TO QUPLOKEVLTIKO TPOTOV.

4.5  AMremOpaosls ne GALa QUPUOKEVTIKG TPOTOVTO KoL GALES pop@ég alinieniopaong

EpvBpomomticol mapdyovteg 1 dALot Tapdyovteg ol omoiotl propet vo avEncouvv tov kKivouvo
Opoppwong, 0nmg Bepameio OpUOVIKNG VTOKATASTACNS, B0 TPETEL VAL PN GIUOTOIOVVTAL LLE TPOGOYN
o€ aobeveig pe moAhamAo puéhmpa wov Aapfdavouvy Aevaidopion pe de&apebalovn (BA.
napaypaeovg 4.4 kat 4.8).

A7d 10V 6TOUOTOC YOPNYOVUEVO GVIIGVAANTTIKA
Agv &xet mpaypotomon el pelétn aAnAenidpaong Le To, amd TOL GTOUOTOG YOPTYOVLEVO
avticvAMnrrikd. H Aevalidopidn dev eivar emoyoyéag eviduwmv. X puo in Vitro uehém pe avlpomva
NTATOKHTTOPA, 1| AEVOAOOUIOT, G SLAPOPES GVYKEVIPAOGELS TOV SOKIUAGTNKAY, Oev £0e1&e emaymyn
tov CYP1A2, CYP2B6, CYP2C9, CYP2C19 kaw CYP3A4/5. Zuvenmg, 6ev avaEVETAL ETAYMYT TOL
Ba pmopohioe va, 0ONYNOEL OE LEIOUEVT] OMOTEAEGLLATIKOTITO QUPUAKEVTIKOV TPOTOVI®V,
GUUTEPTLOUPOVOUEVDY TOV OPUOVIKDV OVTICVAANTTIKAV, AV 1] AEVOASOUIOT yopnyeiTal Lovr tng.
Evtovtoig, n de&apefalovn eivar yvooto ot eivan évag acBevig émg pétprog enaywyéog tov CYP3A4
Ko etvon emiong mBavov va emnpedlel aAra Evivpo Kabdg kat petapopeic. Agv pmopel va omokAeloTel
1N TOAVOTNTO HEIWHUEVIC OTTOTEAECUATIKOTNTOG TV OO TOV CTOUATOC YOPTYOVULEV®V
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OVTICVAMTITIKGV Katd TN dudpketo g Bepomeiag. [Ipénet va Aapupdvovtol amoTeAeGHATIKA HETPOL
TPOG amoPuyN TG komong (PA. mapaypdeovg 4.4 kat 4.6).

Bapoeapivn

H ovyyopnynon moAhamlomv 66cemv 10 mg Aevaiidopidng dev iyxe Kapio enidpacn ot
eappakokvnTikny epamas 06ong R- kot S-Bapeapivng. H cuyyopniynon epdmaé d6ong 25 mg
Bappapivng dev eiye kapio enidpacn ot oppakokivnTikn TG Aevoidopiong. Evtovtorg, dev eivat
YVOOTO €4V VILAPYEL AAANAETIOpOOT KOTE TN ddpKELN TNG KAVIKNG ¥phiong (cuvdvaouévn Bepomeia e
deapebalovn). H deapebalovn givar évag acBevic £mc pétplog evupikog emaymyEog Kot 1) Exiopac
g ot Papeapivn eivar Ayveotn. ZuvicTdTol 6TEVH TapakoAovdNoT TG cVYKEVIpOONG Pappapivig
KaTa TN d1dpkela g Bepameiog.

Aryo&ivn

H ovyyopnynon pe Aevoidopion 10 mg pia popd v nuépa avénoe ta enineda TAAGUOTOG TNG
dryo&ivng (0,5 mg, epdmag 66om) katd 14% ue 90% CI (confidence interval, sitotua epumictocdvNC)
[0,52%-28,2%]. Agv givar yvootd €av 1 enidpoor Ba eival S10popeTiky 0Ty KAVIKT Ypron
(vymAotepeg dOoEIC Aevaoldopiong Kot cuvdvacuévn Bepaneio pe de&opefalovn). Zuvenmg,
GUVICTATOL TOPAKOAOVON O TG GLYKEVTP®ANG TNG O1yo&ivng, katd Tn didpkeila Tng Bepaneiag pe
Aevolidouion.

Xtotiveg
Yrdpyer ovénuévog kivouvog pafoopndivcng OTay yopnyouvIol 6TaTiveg pe AevaAdouion, o omoiog

umopel va eivar amAdg afpototikds. EmPefoidveror n avaykn avénong g KAVIKNG Kot
EPYAOTNPLOKNG TAPOKOAOVONONG KLPIG KATA TN SLdpKELn TOV TPOT®V ERSoUAd®V TG Bepaneiag.

AeEapebalovn

H ovyyopnynon epdnoé 1 modhanmiodv 66cewv de&opefalovng (40 mg pia popd Tnv nuépa) dev €xet
Koo KAMVIKG GNUOVTIKY EMIOPOCT 0T QOPUOKOKIVITIKY TOAAATAGY SO0CGEWV TNG Aevaitdopiong (25
mg pio @opd v NUEPQ).

AMnAiemdpaoeic pe avactoleig e P-yAvkorpwteivng (P-gp)

In vitro, n Aevalidouion eivar Eva vméotpoua g P-gp, aAld dev eivar avaotoréog e H
GLYYOPNYNON TOAATA®Y OGE®DY TOV 16YVPOL avacToAén TG P-gp, kvidivn, (600 mg, dVvo popég
NUEPNGIME) 1 TOL HTOV AVAGTOAEN/ VTOGTPOUATOC TNG P-gp, Tepopdpong, (25 mg) dev £xet kopia
KAMVIKG GNUOVTIKY ETIBPOOT) 6TN QUPUAKOKIVITIKY TN AevaAidouiong (25 mg). H cuyyopiynon g
AEVOMOOUIONG dEV LETOPAALEL TN QUPUAKOKIVITIKT] TOV TEUGIPOALLOVG,.

46 TovipétnTa, KOO Ko yorovyia

AOY® TOV TEPOATOYOVOL SVVAUIKOV, 1] AEVOAOOION TPETEL VO GLUVTAYOYPUPEITUL GTO, TAIGIO EVOG
poypapparog Ipoinyng Komong (BA. mapdypagpo 4.4) extdg ebv vapyovv a&0OmTIoTo GTOLYElR OTL T
acBevig dev €xetl duvaTdTNTO TEKVOTOINGTG.

Tuvaikec pe dvvatdnta tekvomoinone / AVIicOAANWN o€ GVOPEC KL YOVOIKEC

Tuvaikeg pe SuvatdHTNTU TEKVOTOINONG TPEMEL VOL YPNGILLOTOLOVY OTOTEAECUATIKTY HEBODO
AVTIGVAANYNG. Z€ TEPITTOOT OV TPOKVWYEL KONGT GE Ui yuvaika 1 ooio Aaufavel Oeparneio pe
Aevoidopion, n Oepameio mpénet va dtakomel kot 1 acOevic Tpémel va mapareupbei og 1wTpd
€101KEVUEVO N TEMELPAUEVO OTIC dtaplapTieg didmAiaong Yo aloAdynon kot kabodnynon. Xe nepintmon
OV TPOKVYEL KUMOT G GUVTIPOPO AvOpa a.cBevoH Tov Aapfavel Aevaidopion, TpoteiveTon n
GLVTPOPOG TOL AcHEVOLG Vo TapaTEUPOE] GE 1TPO EWOIKEVUEVO 1 TEMEPANEVO OTIG SIOOPTIES
dudmiaong yuo a&loddynon Kot kabodnynon.

H Aevaiidopidon eivar mapovoa 6to avOpdmivo oéppo. oe eEopeTKd YoUnAd exinedo Kot T

dudpkela g Bepameiog kot dev aviyveDETAL 6TO avOp®TIVO oTEP 3 NUEPES LETE TN S1OKOTT TNG

ovcing og VYLEG atopo (PA. mapdypapo 5.2). Q¢ TpoPVAEN, Kot Aappdvovtag vToyn e101KOVG

TANOLGLOVG e TapaTeTaEVO YpOVO aToPOAN G, OTWG GE TEPIMTMOT VEPPIKNG SVGAELTOVPYING, OAOL OL

avdpec aobeveig mov AapPdavovy AevaAiidopuion o mtpémet vo ypnoOTOI0DY TPOPLANKTIKE Kab® OAN
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T dtdpketa TG Bepameiog, Katd T SLAPKELD SIOKOTNG TV 00GemV Kot Yo, 1 Boopndda petd v ARéEn
g Oepameiag, v 1 GLVTPOPOG TOVS Eval £YKVOG 1] £XEL SLVOTOTNTA TEKVOTOINGTG KOl OV
YPNOUYOTOLEL AVTIGOAANYT).

Konon
H Aevaiidopidn oyetileton dopkd pe ™ Bolidopion. H Boiidopidn ivar pio yvooth tepatoydvog
dpaoTikn ovoia Yo Tov AvOpwmo Tov Tpokaiel coPapég cuyyevelg dtapaptieg anenTikég yio T Lon.

H Aevalidopion npoxkdrece o€ miONKo dSuGTANGIO TOPOUOLN UE QVTEC TOV TEPLYPAPNKAY Y10 TN
Baldopion (PA. Tapdypao 5.3). Zvvendc, 1 TEPATOYOVOG EMIOPACT TNG AevaAdopuidng sival
OVOUEVOLEVT KO 1) AEVOAMOOUION OVTEVOEIKVUTOL KATH TN SLAPKELN TNG EYKLVHOSVVNG (BA.
napdypago 4.3).

Oniaocudg
Agyv gival yvooto €6v 1 AeVOAIOOUION ATEKKPIVETAL GTO UNTPIKO YAAL. ZVVETMS, 0 ONAacuIOC Tpémel

va SloKOTTTETOL KATA TN dldpKeln TG Oepomeiog pe Aevoldopuion.

Tovyomra

e U LEAETN YOVILOTNTOG OE 0povpaiong pe d0celg Aevaidopuiong émg kot S00 mg/kg (mepimov 200
£€wg 500 popég tv avBporvav docemv Tov 25 mg kot 10 mg, avtiotouyo, fAcel TG emedvelog
OMUOTOG) OV TPOKANONKOV AVETIOOUNTEG EVEPYELEC GTI YOVILOTNTA OVTE KO YOVIKN TOEIKOTNTA.

47 Emopaceis 6Ty IKAVOTNTE 001Y161)G KO (EIPLGHOV PNYUVIILATOV

H AevaAidopion éxet pikpni 1 LETPLO EMLOPOCT] GTNV IKOVOTNTO 0N YNONG KO YEIPIGLOD HIYOVILATOV.
Konwon, LaAn, vevnAia, iAyyog kat Baumn 6pacn Exovv avapepbel katd tn xpnomn e Aevoldouiong.
YVVENMG, GUVICTATOL TPOGOYN KATA TNV 001yNoN 1] TO XEPIGUO UNYOVILUATOV.

4.8 AvemOopnteg evépyereg

2Hvoyn 1oL TPogid acQoieiog

Neodrayvawaobév molramlo uvédmuo.: aobeveic mov Eyovy vrofinbei oe ASCT kou Aaufiavovy Oepareio
ue Aevalidouion aoveipnons

Epoppootnke pio GuvinpnTikn Tpocsyyion yio ToV TPOsIoPIoUO TOV aVETIOOUNT®V EVEPYELDV OO
) peAétn CALGB 100104. Ztig avemBbunteg evépyelec Tov TEPLYPAPOVTUL GTOV Tivaka 1
ocvumeptropfavovioyv coufavta mov avaeépnkay puetd amo yopriynon HDM/ASCT, kafdmg kot
cupupdvta amd v tepiodo Bepameiog cuvtripnong. Mia dg0utepn avaivon 1 omoia TOVTOTOINGE
GUUPAVTO TTOL TAPOVGLAGTNKAV LETA TV EvopEn TG Bepameiog GUVINPNONG LITOSEIKVVEL OTL O1
GLYVOTNTEC TOL TTEPLYPAPOVTOL OTOV Ttivaka 1 evd€yetor va, ivat HEYAADTEPES OO OVTEG TOL
TOPOTNPNONKAY GTNV TPOYUATIKOTNTO KOTA T S1apKELR TNG TEPLOd0V Depameing cuvTnipnone. X
peAétn IFM 2005-02, ot avemBounteg evépyeleg Tpoékuyov Povo amd v mepiodo Bepameiog
GUVTNPNOTG.

Ot coBapég avemBOunTeg evépyeleg Tov mapatnpinkay cuyvotepa (>5%) pe T Aevaiidopion
GUVTNPNONG ATO O, TL [LE TO EIKOVIKO (PAPLAKO NTOV 01 EENC:
e [lvevpovia (10,6%, cuvdvacpévog 6pog) and t perétn IFM 2005-02
o Aoipmén Tov vevpova (9,4% [9,4% petd v évapén g Bepaneiog cuvtipnong]) amo
perén CALGB 100104

2 perétn IFM 2005-02, ot avemiBounteg evépyeleg Tov mapatnpnonKoy cuyvotepa Le AEVOALOOUION
oUVTNPNONG amd O, T e EIKOVIKO ApLaKo NTav ovdeteponevia (60,8%), Bpoyyitda (47,4%),
duappoa (38,9%), pwvoeapuyyitda (34,8%), poikoi oracpoi (33,4%), Aevkomevia (31,7%),
e&aoBévion (29,7%), Pryxas (27,3%), BpopPomevia (23,5%), yaotpeviepitida (22,5%) ko mopesio
(20,5%).

2t perétn CALGB 100104, or avemB0unteg eveépyeleg Tov TapatnpionKoy cuxvotepa e
AevoAdopion cuvinpnong amd 6, Tt pe euovikd edpuaxo frav ovdeteponevia (79,0% [71,9% petd
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mv €vapén g Bepaneiog cuvtrpnong]), OpopPomevia (72,3% [61,6%]), dwippora (54,5% [46,4%)),
g€avonua (31,7% [25,0%]), Aoipmén Tov avdTEPOL OVATVELGTIKOD cLaTHOTOC (26,8% [26,8%)),
Kkémwon (22,8% [17,9%]), Aevkomevia (22,8% [18,8%]) xat avorpio (21,0% [13,8%]).

Neodiayvawobév mollamld uvéimuo.: aobeveic wov dev eivor KaTtdAANAoL Yio UETOUOTYEVTH] KO
LopPavovv Gspomsio e Aevalidouion oe ovvovaoud we Poprelouiunny kor deloucdalovn
2 peiétn SWOG S0777, ot coPapég avembBounteg evépyeteg mov mapotnpndnkay cvyvotepa (> 5%)
pe tn Aevalidopion o€ cuvovaouo pe evoopréPia Boptelopipmn kot de€apebalovn oe oyéon Le
Aevoldouion og cuvovacuod pe de€apuedalovn Nrav:

e Ymotoon (6,5%), hoipwén tov vedpova (5,7%), apuddtwon (5,0%)

Ot avemBOUNTEG EVEPYELEC TOL TTOPOUTNPNONKAY GLYVOTEPA LLE TN AEVOAOOLIOT GE GUVOIVAGUO UE
Boptelopipnn kot deEapebaldovn oe oyxéon pe ™ Aevaldopion oe cuvovacpod pe de&apnedalovn nrav:
komwon (73,7%), meprpepikn vevporabdeia (71,8%), Opoufomevia (57,6%), dvckoidtnra (56,1%),
vrooPeotionpio (50,0%).

Neodrayvawobév moldamdd uvédwuo.: aobeveic mov Jev eival KATAAIANAOL VLo UETOUOTYEVOH] 0L OTTOIOL
Aaupovovy Bepomeio ue Aevaridouion oe ovvovaouo ue deCouslalovy younlng doong
Ot coPapég avemBOunTeg evépyelec Tov TapaTNPNONKaY cuyvotepa (>5%) 610 GLVOLOGUO
Aevoldouiong pe de&apedaldvn yauning 66ong (Rd kot Rd18) amd ot pe pehpaidvn, pedviovn kot
Bodopion (MPT) nrav:

e [lvevpovia (9,8%)

e Neoppwr| avendpkeln (cvpmeptiapfavopévng tng oteiag) (6,3%)

Ot avemBbuntec evépyeteg mov mapatnpnnkay cuyvotepa pe Rd kot RA18 and 6t ue MPT ftav:
duappoa (45,5%), kénwon (32,8%), oceuaryia (32,0%), e&acBévion (28,2%), adavia (27,6%),
e&avOnua (24,3%), petopévn 6peén (23,1%), Pryag (22,7%), mope&ia (21,4%) ko poikol onoacpol
(20,5%).

Neodrayvwabév morlomlo pvélwuo.: aobeveic Tov dev elvor kaTdAlnlol yio ueToOpuooyYEVan 01 OTOI0L
lapfavooy Osparmeio ue Aevatioouion o avvovaouo ue ueipalavn kol tpedvilovny
Ot coPapég avemBOunteg evépyeleg Tov mapatnPROnkay cuyvotepa (>5%) pe ueAporavn, Tpedvi{ovn
Ko AevoAdopion axoAovBovpevec amd AevaAidopion cvveipnong (MPR+R) 1§ pueApodvn,
pedviLovn Kot Aevaldouion akorlovBovpeveg amd euovikd eappako (MPR+p) amd oti pe
HEAQOaAGYT), TPedVILOVT KOl EIKOVIKO OApLOKO akolovBovpeva amd eikovikd eapuako (MPp+p) ftav:
e Eumopetn ovdetepomevia (6,0%)
o Avaia (5,3%)

Ot avemBOuNTEC EVEPYELEG TTOL TTapaTNPNONKaY cuyvoTtepa pe MPR+R 1) MPR+p amd 611 pe MPp+p
nrav: ovdeteponevia (83,3%), avaia (70,7%), BpopPorevia (70,0%), Aevkonevia (38,8%),
dvorootra (34,0%), didppota (33,3%), e&avonua (28,9%), mopeéia (27,0%), meproepicd oidonua
(25,0%), Pxoc (24,0%), peiopévn 0peln (23,7%) xar eEacBévion (22,0%).

HolLamAd uvéiwuo.: aobeveic ue tovdayiorov uio ponyodusvy Beporeio,

e 300 eAEYYOUEVEG LE EIKOVIKO PApUOKO peAétes paong 3, 353 acbeveig pe ToAAaTA O HuéAmpa
ekTéONKaV 6T0 GVVIVACUO AevaAtdopiong/degapuebalovng Kot 351 610 GLVOLAGO EIKOVIKOD
eapuaxov/deapuedalovnge.

O1 coPapotepeg avemBOunTeg EvEPYELEG OV TaPATNPNHONKAV GLYVOTEPU GTO GLVIVAGUO

Aevaardopionc/oegapuedalovng amd 6Tl 6TO GLVOLAGHO EIKOVIKOD PapLLakov/deEapnedaldvng frov:

. drepikn OpopPoeuPorn (v Tm Paber pAefikn Bpdupwon, Tvevpovikny epufoin) (BA.
napbypapo 4.4).

o Ovdeteponevia, fabuod 4 (BA. mapaypago 4.4).

O1 TapoatnPpoOUEVEG AVETOOUNTEG EVEPYELEC Ol OTOIEG TOPOVCIACTNKAY CUYVOTEPA. LLE AEVOALOOMION
Kot 0e€apefalovn amod Ot e eikovikd eappoko Kot deEapnebalovn o€ KowvES KAVIKEG dOKIUES
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ToALaTAOV puedodpatog (MM-009 ko MM-010) ftav k6mwon (43,9%), ovdeteponevia (42,2%),
dvokotiotra (40,5%), ddppota. (38,5%), woikég kpaumeg (33,4%), avouia (31,4%), Opoufomevia
(21,5%) won e&avOnua (21,2%).

Mboelodvarioouxd aovipoua

To cuvoiikd TpoPik acpdrelog Tng Aevaildouidng o acbeveig pe pPLEAOSVOTANGTIKG GHVIPOLLOL
Paciletor o€ dedopéva amd cuvorlkd 286 acBeveic amd pio peAétn edaong 2 ko pio perétn edaong 3
(BA. mapdypago 5.1). n pekétn eaong 2, kot ot 148 acbeveig vopfAndnkav oe Oepaneio pe
AevoAdopion. Xtn pekét edong 3, 69 acbeveig Ehafav Oepameia pe 5 mg Aevaiidopidng, 69 acheveic
éloPav Bepamneia pe 10 mg Aevaridopiong ko 67 acOeveic Ehafov Bepameia pe KOVIKO PapLLOKO
KT T JAPKELN TNG STAG TVPANG PACTG TNG UEAETTG.

O1 mep1oc0TEPES AVEMBVUNTEG EVEPYELEG ETEVAV VO TAPOLGLACTOVV KaTd TG 16 mpdTeg efdonddes TG
Oepameiog e AevolOopuion.

2116 coPapéc avemBounTteg EVEPYEIEG CLUTEPIAAUPAVOVTAL:

. dhepikn OpopPoeuPorn (v Tm Padet pAefikn Bpdpupwon, Tvevpovikn epuPoin) (BA.
napbypapo 4.4)

o Ovdeteponevia Pabpod 3 1 4, eumdpetn ovdeteponevia kot OpouPfomevia faduov 3 7 4 (BA.
napdypapo 4.4).

Ot cvyvdtepa TOPATNPOVUEVES AVETIBVUNTEG EVEPYELEC TTOV TOPOVGLAGTIKOV O GUYVE GTIC OUAOEG

AeVOAOOUIONG O GUYKPLOT LE TO OKELOG EAEYYOV OTN HEAETN @Aong 3 NTav ovdetepomevia (76,8%),
Opopporevia (46,4%), dSappoia (34,8%), duokothotnta (19,6%), vavtia (19,6%), kvnopog (25,4%),
eEavOnua (18,1%), kénwon (18,1%) kat pikoi owacuoi (16,7%).

Aéupwuo omd KdTTopo. 100 Havovo,

To cvvolikd TPOEIA acpaielog TG AeVOMOOoudNG o€ acbeveig e AEPPOUO amd KOTTUPO TOV HLovOL

Baciletar og dedopéva amod 254 acbeveic amd pio eaong 2, Tuyotomotnuévn, ereyyouevn pueaétn MCL-
002 (BA. mapdypaeo 5.1).

EmumAéov, otov mivaka 3 £xovv copmeptAneOel avemBounteg EVEPYELEG QO TNV VIOCTNPIKTIKT LEAETN
MCL-001.

O1 coPapég avemBounteg evépyeteg mov mapatnpnOnkay wo cvyvd otn perétn MCL-002 (pe dopopd
TOVAGYLIOTOV 2 TOGOCTIO®MY LOVAS®MY) GTO GKELOC AEVOALOOUIONG 0€ GUYKPLON LE TO OKEAOG EAEYYOL
nrav:

e Ovdeteponevia (3,6%)

o [lvevpovikn guPfoin (3,6%)

e Awdppoua (3,6%)

Ot avemBOUNTEG EVEPYELES TTOVL TTAPOTIPOVVTOL TTLO CLYVA KOl TUPOVCIAGTNKAY O GLYVA GTO OKEAOG
AevaAldopiong o ohykpion pe 10 okEAOG eAEyyov ot pedétn MCL-002 fytav ovdeteponevia (50,9%),
avopio (28,7%), dwppoua (22,8%), kénwon (21,0%), dvekothotta (17,4%), mupeio (16,8%) kan
eEavOnua (cvumeprapfavopévng ariepykng deppatitidog) (16,2%).

2 Mehétm MCL-002 vaip&e cuvorikd pio eppavig advénomn otovg Tpdmpovg (evtog 20 efdoudowmy)
Bavdatovg. AcBeveig pe vYNAO Poptio dyKoL Katd TNV Evapén datpéyovy avénuévo Kivouvo Tpodmpov
Bavdatov, 16/81 (20%) tpdmpot BGvatol 6to oKEAOG TG Aevaidopidng kat 2/28 (7%) npodwpot
0avatol oto okélog eEAEyyov. Evtog 52 efdouddmv to avtiotorya peyébn nrav 32/81 (39,5%) ko 6/28
(21%) (BA. mapdypago 5.1).

Koazd m dudpreta Tov khkiov Bepaneiog 1, 11/81 (14%) acBeveic pe vynid eoptio dykov
amocVpOnkay and ™ Oepancio 610 6KEAOG TNG AevaAldopiong Evavtt 1/28 (4%) otnv oudda eAEYyOL.
O KkVprog Aoyog yia N drakonn tng Oepameing oe acbeveig e LYNAO PopTio OYKOL KaTd TN SLdpKeELd
oV KVUKAOL Bepameiog 1 6to oKEAOG TNG Aevaidopiong ftav ot avemBounteg evépyeteg, 7/11 (64%).
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To vynAd poptio 6yKov opicTnke MG TOVAdYIGTOV Lio PAGEN oL elvar > 5 cm oe diduetpo 1 3 PAEPec
mov givon > 3 cm.

Oladec Aéuomwua

To cuvolikd TPoPiL acPaAelng TNG AEVOAIOOUIONG GE GUVIVLAGUO HE PLTOLEWAUT og aoBevei e
olmdec AEppopa Tov gixe Tpornyovpévac vtoPindet o Bepaneia Paciletal og dedopéva omd

294 acBeveig amod o Toyoomomuévn, exeyyopevn perétn edong 3 NHL-007. Eniong, otov mivaxo 5
&yovv cupmeptneel avemBounteg evépyeieg omd v vrootnpiktikny peiétn NHL-008.

Ot coPapég avemBOuNTEG EVEPYELEG TOL TTapATPNONKAY TTO GLYVA (e dapopd TovAdyioToV 1
mocooTtiaiag povadag) otn perétn NHL-007 oto oxélog Aevaldopiong/prtovindunnc oe cOykpion
LE TO OKELOG EIKOVIKOV QApUAKOV/pITovEInduang frav:

e Eumdpern ovdetepomevia (2,7%)

e [lvevuovikn eufoin (2,7%)

e [lvevpovia (2,7%)

2 perétn NHL-007, ot avemBOunteg evépyelec mov TapatnpnONKay mo cLYVA 6TO GKEAOG
AEVOAMOOUIONG/PITOVEIUAUTNG G GVYKPIOT UE TO OKELOG EIKOVIKOD PApUAKOV/prtovéiudumng (pe
TOVAGYIoTOV 2% VYNMAOTEPT CLYVOTNTA LETAED TV OKEAMV) NTay ovdetepomevia (58,2%), dbppota
(30,8%), Aeviomevia (28,8%), duokotmdtnta (21,9%), Pyag (21,9%) kot k6nwon (21,9%).

Hivaxag avemBountwv gvepysumv

O avemBOuNTEC EVEPYELEG O1 OTOlEg TapaTn P ONKay og acbeveic mTov Ehafav Bepancio pe
AevaAdopion mopatifevtol TopaKAT® ava KoTnyopio opyovikod GUGTHLATOS Kot cuyvotnto. Eviog
Kd0e Katnyopiog cuyvoOTNTAG ELPAVIONG, OL avemBuunTeg evépyeleg mapatifeviot katd pdivovoa
oepd coPapdtnrac. Ot cuyvotntes kabopilovratl mg: moAd cuyvég (= 1/10), cuyvég (= 1/100 €mg

< 1/10), 6y ovyvég (= 1/1.000 g < 1/100), omdvieg (> 1/10.000 £wg < 1/1.000), Todd ondvieg

(< 1/10.000), un yvootég (dev umopodv va ektiunbovv ue Paon ta dabéciua dedopéva).

Ot avemBOuNTEG EVEPYELES £XOVV GUUTEPIANQOEL BTNV KATAAANAT KOTIYOPio GTOV TOPOKATM TIVOKOL
GUUO®VA [LE TNV VYNAOTEPN GLYVOTNTA TOV TOPATNPHONKE GE OTOLONTOTE A0 TIG KUPLES KAVIKEG
SOKIUEG.

2vvortikoc mivoakac yio. ) uovobepareio oto IIM

O ax6A0V00g TiVOKOG TPOKVTTEL OO SESOUEVO TOV GVYKEVIPOONKOY KATA T SL0PKELN LEAETDV
NAIIM o¢ acBeveig mov &xovv voPinbei oe ASCT kot ot omoiot Aapfdvovv Bepameio pe
AevaAdopion cvovrnpnongs. To dedopéva dev TPOSUPLOGTIKOY GUUPOVO LLE TN LEYOADTEPT SLAPKELN
g Oepameiog oto okéAn oV TEPLElyay AevaAdouion kol cuvéicay puEypt Ty eEEMEN TS VOGOL
£VOVTL TOV OKEADV EIKOVIKOD QOPUAKOD GTIC PaoIKEG LEAETEC TOAAATAOD puehdpatog (PA.
Topaypaeo S5.1).

Iivakag 1. AvemBOunTeg evépyeleg mov avaipOnkay og KMvikég doKipég o€ ao0eveic pe
moAramAo poélopa mov EAafay Ogpaneio pe Aevaldoopnion cvvripnong

Katnyopio/opyaviké cvotnpe | Okeg o1 avem@ounreg AvemOOunTeg evépyeieg

/ IIpoTn®UEVOS 0POg gvépyartec/Zovotnta Badpov 3-4/ZvyvétnTa
oAb cvyvég oAb cvyvég
Ivevpovia®®, Loinwén tov Ivevpovia®®, ovdetepomevikn
OVOTEPOL OVOTTVEVGTIKOV Aoipmén

GULOTHLOTOC, OVOETEPOTEVIKN
Loipwén, Bpoyyitda’, ypinn’, 2uyvég

AOYPALEIG KO TOPAGITAOGEL, | YOOTPEVTEPITISO., Inyoupia’?, Bokmprapio,
TOPOPPIVOKOATITION, Loipwén tov Tvedpova’,
pwvopapvyYyitda, pvitido Baktnplokn Aoipmén Tov

KOTOTEPOV OLVOTVEVGTIKOD
2uyvEg GLGTANATOG, Bpoyyitida’,
Aoipmén’, ovporoipmén””, ypimn’, yaotpeviepitdo’, épmnc
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Katnyopio/opyaviké cvotnpa
/ Hpotyp®pevog 6pog

‘Okeg ov avemOopnTeg
gvépyeleg/Zoyvétnra

AvemOOunTeg evépyereg
BaOpov 3-4/Xvyvétnra

Aoip®EN TOL KOTOTEPOL
OVOTTVELGTIKOD GLGTHLOTOG,
Loinwén tov Tvedpova’

Cwomipag’, hoipwgn’

Neomhdopatao KoA0101,
KoK010n ko pn kaBopropéva,
(meprioppavovrar kKOoTES KOL
TOADTOOEC)

2uyvég
Mvehodvomhactikd covdpopo”

Awtopoayés Tov
CLILOTTOUTIKOV KL TOV
AEPPIKOV CVOTNOTOG

oAV cuyvéc
Ovdetepomevio™’, epmidpetn
ovdetepomevio™?,
Bpoupomevia?, avaiuio,
Aevkomevia’, Aepgomnevia

oAV cuyvég
Ovdetepomevio™’, epmidpetn
ovdetepomevio™?,
Bpoupomevia?, avauio,
Aevkomevia’, Aepgomnevia

2uyvég
[avkvttaponevio’
Awrtapayés Tov petafoitopod | [oAd cuyvég 2uyvég
Kot ™6 0péyng YmokoaAtopio Y moKoAopio, aQudaTOon
HoAb cvyvég Zuyvec
Awrtapayés Tov vevplKkov Hapmoneies Kepahralyio
GUGTILATOG Suyvé
[Tepupepikn vevporabera!
2VYVEC 2VYVEC
. . [vevpoviky epPorn®” Ev 1o Baber pAefkn
Ayyeroxkég dratapayés OpouBoon™°?
. oAV cuyvég 2uyvEC
Awrapayéc Tov , : 0
. , Bnyoag Avbormvoln
OVUTVEVGTIKOV GUOTI|LOTOG,
70V 0OpaKa Kol TOV S Ve
necodopaiaov Avomvor’, Pvoppota
oAV cuyvéc 2uyvEC

Awtapayés Tov
YOGTPEVTEPLKOD

Awdppoto, SuGKOMOTNTA,
KoMK GAyoc, vavtio

2uyveg
"Epetog, dlyog ve KotAlokng

XDPAG

Awdppora, ELETOC, VauTia

Awtapayég TOL NTATOS Kot
TOV JOANPOP®V

oAV cuyvéc
Mn @uG10A0YIKEG SOKLUOGIES

NTATIKNG Asttovpyiog

2uyvég
Mn @LG10A0YIKEG SOKLUOGIES
NTATIKNG Asttovpyiog

AWTapayéc TOV OEPRATOS KL
TOV VTOSOPLOV 16TOV

oAV cuyvég
E&avOnpa, Enpodeppia

2uyvég
E&avOnpa, kvnopog

Awtopoayés Tov
HVOGKELETIKOD GLUOTNATOG

oAV cuyvég
Mvikoi onacpol

K01 TOV GUVOETIKOV 16TOV 2VYVEC
Muvadyio, LLOOKEAETIKOG TOVOG
I'evikég droTapoyés Ko IToAb cvyvég 2uyvEC

KOTUOTAGELS TN)G 0000
x0pfiynong

Konwon, e&acbévion, mopesia

Konwon, e£ocbévion

O AvemBounteg evépyeteg mov avapiptnkay wg cofapés oe Khvikég dokyés o acbeveig e NAIIM mov éyovv vroPfinbei e ASCT
* Joy0et povo Yo TG GOPapES PUPUUKEVTIKEG AVETLOVUNTEG EVEPYELES
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A B, TV TEPLYPOOT| TOV EMAEYUEVOV OVETOVUNTOV EVEPYELDY OTNV TOPGypapo 4.8
o Y76 Tov cuvdvacévo 6po avemBopuntov evepyeldv «Ilvevpovion neprappdavovtat ot akdrovbot mpotindpevol 6pot: Bpoyyomvevpovia,
AoBmdng mvevpovia, Tvevpovia amd Pneumocystis jiroveci, Tvevpovia, Tvevpovio omd KAeUnctéAla, mvevpovia amd Aeylovélra, Tvevpovio

o PUKOTAOGLO, TVEVHOVIO 0710 TVELUOVIOKOKKO, TVEVLOVIQ 0O GTPERTOKOKKO, TTVEVDULOVIOL LOYEVNG, SLOTAPOXT) TVEDLOVOL, TVELHOVITIOO
B Y76 Tov cuvdvacuévo 6po avemfiumtmv evepyeldv «onyation teptiapfdvoviat ot akdAovbot TpoTiudpevot 6pot: Baktnplokn
onyatio, onyotpio 0o TVELHOVIOKOKKO, otk KotamAn&io, onyoipio oarnd 6TapuAOKOKKO

v Y76 Tov cuvvocévo 0po avemfountmv evepyeidv «Ilepipepikn vevpomddeion mepilapdvovior ot akdAovHot TpoTdUEVOL OpOtL:
Tleprpepikn vevpomddeta, meprpeptkn oK) vevponddela, ToAvvevporadeta
8 Y6 tov cuvdvacpévo 6po avembountov evepyeldv «Ev to Babet prefikn Opoppwon» tepilapfdavoviat ot akdAovbot TpoTiLdpEVOL Opot:
Ev 10 Bdabet prePuct) Opoppmon, Opoupwon, orePicn Opopufoon

2vvortikoc mivoakac yio ) Oepomeio ovvovaouot oe HoAlomdo Mvéiowua.

O ax6Aov00g TivaKg TPOKVTTEL 0O SESOUEVE TOV GUYKEVTPOONKAY KATE TIG HEAETEG TOALOTAOD
pueddpotog pe Oepaneio cuvdvacuov. Ta 6edopévo dev TPOSAPUOSTIKAY COUPOVO. LE TN
peyaAvtepn dtdpkela TG Oepameiog ota oKEAN TOL TTEPLELYOY AEVAAIIOUION Kol GUVEXIGAY LEYPL TNV
€EEMEN ™S VOGOV £vavTL TOV GLYKPITIKOV GKEAOVG OTIS Pacikég LEAETEC TOALATAOD HLEAMUATOG (BA.

Tapdypoeo 5.1).

Mivakag 2. AvemBounteg evépyeles mov ava@épOnkav oe KAvikég neréteg o acOeveic pe
TOALOTTAO puédmpa Tov vrofAOnkay o Ocpaneio pe Aevarldopion 6€ GUVOLUGHO e

Boptelopinmn kon deapedaldvn, oelapedalovn N peri@ardvn kKo Tpedviovn
Katnyopia/opyaviko ‘Olegg o avemBOunTeg AvemOounreg evépyeies padpov
cvotnno / gvépyateg/Zoyvotnta 3—4/XvyvétqTa
IpotTipopevog 6pog
Aowpaéeg ko IToAb cuyvéc 2uyvég
TOPUCITAOCELG Hvsvuovi(xo’oo, hoipmén tov Hvsuuov{ao’oo, Baktnplakég,
AVATEPOL OVOTVEVGTIKOV LOYEVEIG KOl LUKNTIGIKEG AOUMEELS
ovoThnatog’, Boktmprokéc, 1ysvelc | (copmepilopfovopivey Tmv
KOl LUK TIOGTIKEG AOUMEELS EVKALPLOKAV AodEEDV)’,
(cvumepthapPoavopévay Tov wottapitida’, onypapio’®, Aoipnwén
EVKOLPLOKAY AOHOEEDY)’, tov Tvevpova’’, Bpoyyitida’,
PVOPAPLYYITION, PopLYYITIOA, AOl®EN TOV AVATVELGTIKOD
Bpoyyitda’, pitido ovotipatoc”, ovporoipnwén®,
EVTEPOKOAITION AOUDING
2uyvEc
Inyoupia’®, Aoipwnén Tov
nvevpova’, ovporoipwén®,
Topoppvokolmitida’
Neomhaopata Oyt ouyvéc 2uyvég
KoA01)01, Kokon0n BaokokuTtapikd Kopkivopa’, O&gio poehoysvic Asvyapio’,
Kot un kafopiopiva deppaTicdc Kapkivog ek TAOK®SGV | poelodvuomhaoTikd chvopopo’,
(meprrioppavovron KuTThpov™®” KOPKIVOUO SEPLOTOC OO TAOKMOES
KVUOTELS Kol gm0
TOAVTOOEC)
Oy cvyvéc
T-Aeppokvttopiki| ofeia Agvyopuio’,
BackoKLTTAPIKS Kopkivopa™’,
oLVOPOLO ADGNG OYKOV
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Katmnyopio/opyaviké | ‘Okeg or avemBOopnTeg AvemOOunreg evépyeres fadpov
cvotnpo / gvépyatec/Zoyvotnta 3—4/XvyvétqTa

Ipotipopevog 6pog

Awtapayéc Tov oAb cuyvéc [ToAd cuyvéc

apomouTIKod Kot Tov | Ovdetepomevia™*, Ovsetepomevia™®,

Aepgukod ovetipatos | Opoppomevia™®”, avoupio’, OpopPomnevia™**, avoupia’,

QLLOPPaYIKY dtaTapoyn”,
Aevkomevia, Aeppomevia

2uyvEc
Epmopetn ovdetepomevio™,
navkvttoponevia’

Oyt ouyvéc
Apdlvomn, avTodvooT OUOAVTIKN
avaipio, GpOALTIKN avaiuio

Aevkomevia, Aeppomevial

2uyvég

Epmopetn ovdetepomevio™?,
TavKLTTOPOTEVia’, ApoAVTIKA
avorpLiol

Oyt ouyvéc
Y epmnKTIKOTTO, dloTOPOUY OTNV
mén Tov aipaTog

Awrtapayég Tov Oyt ouyvéc

UVOGOTOUTIKOV YrepevaicOnoio

GULOTNHNATOG

Awtapayéc Tov 2uyvEc

EVOOKPIVIKOD YmoBvpeoetdiopog

GULGTHOTOG

Awtapayés Tov oAb cuyvéc 2VyVEC

peraBoliopod ko g | Ymoxahpio®?, viepylvkopia, Y noxahopio”, vrepylokopia,

Opiymg

vroyAvkapio, vracpeostioupia’,
vrovarplapio’, apuddtmon™,
petopévn 6peén®, puetopévo
cOUOTIKO Bapog

2uyvEc
Y mopoyvnolotpio, VTEPOVPLYOLLL,
apuddtmon’, vepacBeotionpio”

vrocBeotionpia’, cakyapddng
Sraprimc’, vropmopatoia,
vrovatplapio’, vepovpryopio,
ovpikn apBpitida, apvddroon®,
pelopévn 6peén®, psimopévo
ocopaTKd Bapog

Yootpikég oAb cuyvéc 2VyVEC
owatapayég KotaOiwym, abmvia KotdOiwym, abmvia
Oy ovyvéc
AmdAg TNG YEVETNGLOG OPUNG
Awrtapayég Tov oA cuyvég [ToAd cuyvéc

VELPIKOV GLGTILATOG

Mepipepikég vevpomddetec”’,
napoicOnoia, {6An®, Tpopoc,
dvoyevoia, Kepalodyio

2uyvég
Ata&ia, datapoyn 1ooppomiog
ovykomi®, vevpoyia, SvoocOncio

Meprpepikéc vevpomaOetec™

2uyvég
Ayyelakd eykepalikod enelcdd1o’,
£aAn®, ovyxomy ™, vevpakyio

Oyt ouyvéc

Evdoxpaviokn apoppayia”,
TOPOSIKO 1GYUUIKO EMEIGOO10,
EYKEQOAIKN 1oy OULiol

Op0aipkég [ToAb cuyvéc 2uyvEC
owTapayés Kartappdxng, Oaunn opoacn Koatappditng
2uyvég Oyt ouyvéc
Mewwpévn ontikn o&vnta Toploon
Awtapoyéc Tov TS | Zuyvég

Kol Tov Aapupiviov

Kaogpwon (coprneptrapfoavopévng
VTOAKOT0G), EUPOEC
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Katmnyopio/opyaviké | ‘Okeg or avemBOopnTeg AvemOOunreg evépyeres fadpov

cvotnpo / gvépyatec/Zoyvotnta 3—4/XvyvétqTa

Ipotipopevog 6pog

Kapdwkéc owatapayés | uyveég 2uyvég
KoAmuen pappapoyi®®, "Epepaypo tov pookapdiov
Bpadvkapdia (cvumepriapfovouévov Tov

0&0c)™’, ko) pappapuy™®,

Oy ovyvéc GULLPOPNTIKN KOPILOKN
Appobuio, mopatetapévo didompuo | averdpreta’, Tovkopdio, Kopdiokm
QT, KoATKOG TTEPVYIGUOC, avemdpkela’, woyoupio Tov
€KTOKTEC KOUMOKEG GUOTOAEG Hokapdiov’

Ayyewokég warapayég | Hold cuyvég [ToAd cuyvéc

Ddrefucd OpouPoepforika
enelcoda’, kupimg ev T Pabet
AePK BpOUP®OT KOl TVEVOVIKTY
guBon ™% vrotaon®

2uyvég
Ynéptaon, exyopmoon”

DArePucd OpouPoepforid

enelcod”, Kuping ev tm PBadet

pAePucn OpoUPmoN KoL TVELUOVIKN
;70,00

euporn

2uyvég
Ayyetitido, vrotaon”’, viéptoon

Oyt ouyvéc
Loyonpia, meprpepikn woyonpia,
Opoppwon evdoxpaviakoy

PAefDOOVG KOATOVL
Awrtapayég Tov oA cuyvég 2uyvég
UVOTVEVGTIKOD Avomvoro™, emictaln®, Payog Avanvevotikh Suoyépeto’,

GULOTNHNOTOS, TOV

dvonvora™®, mhevprricoc movoc™,

0dpaka KoL TOV Toyvég vmo&ia®

REGOO®PEKIOV Avcowvio

Awtapoayés Tov oAb cuyvéc 2VyVvEC

UOGTPEVTEPIKOD Atépporo®®, Suorxotmomra’, Awopparyic TOL YOOTPEVIEPIKOV
pp n poppay YOOTPEVTEP

Kook dayoc”, vawrtia, épetoc®’,
dvomeyia, ENpocTtopio, GTOLOTITION

2uyvEc

Awoppayio ToV YOOTPEVTEPIKOD
coMVa (cvureptAapufavopévng
aipoppayiog tov opfov,
OLLOPPOIOIKN G apLoppoaryiog,
OLLOpPOYiOg TETTIKOD EAKOVG Kot
ovioppayioc™®, Suoearyio

Oyt ouyvéc
KoAitida, pAeyuovi Tov TEAOD

coMva™** andepa&n Tov Aentod
evtépov”, Siappora®,
Svokotmota’, kothokd Ghyoc™,
vowtia, épetoc”

Awtapayéc Tov
NTATOG KAl TOV
XOANQOp®V

2uyvEC

oA cuyvég

AvEnpévn apvoTpaveeepdon g
aAavivng, ouéEnuévn ooTapPTIKY
OLLVOTPOVGPEPATT

2uyvég

Hrotoxvttapiky BAGPN™, un
(PLGLOAOYIKEG OOKILOGIEC TOTIKNG
Aertovpyioc’, vepyodepvdpvorpio
Oy ovyvéc

Hratwn avendpxea”

2VyVEC

XoAidotaon’, nratotofkodTna,
nratokvTTaptkny PAAPN®, owénuévn
QLVOTPOVGPEPAGT TG OAOVIVIG, LT
(PLGLOAOYIKEG OOKILOGIEC TATIKNG
Aetrovpyioc’

Oy cvyvéc
Hrotwn avemdprea”
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Katmnyopio/opyaviké | ‘Okeg or avemBOopnTeg AvemOOunreg evépyeres fadpov
cvotnpo / gvépyatec/Zoyvotnta 3—4/XvyvétqTa
Ipotipopevog 6pog
Awtapayéc Tov oAb cuyvéc 2uyvég
O£pLaTOG KL TOV E&avoquata®, kvnopog E&avoiuata®
VT006PLOV 16TOV
2uyvég Oy ovuyvég

Kvidwon, vrepidpwoia,

Enpodepuia, VITEPYPOOT OEPUATOC,
éxlepa, epbnua

Oyt ouyvéc

Doppokeutikd eEavonuo pe
NOGWVOPIALD KOl GUGTNHOTIKA
ovpntodpata’’, SueypPOUATIoNOS
déppotoc, avtidpaon

Doppaxevtikd eEAvOn o e
NOGIVOPIMA KOl GUGTILOTIKE,
ovpmtdpara’’

pwtogvaichnoiog
Awtapayéc Tov oAb cuyvéc 2uyvég

JVOOKELETIKOD
GUGTILOTOG KUL TOV
GUVOETIKOV 16TOV

Muikn advvopio®, pvikoi oracpof,
00TIKOG TOVOS, TOVOG KoL
dvoave&ia Tov HVOCKEAETIKOD
GUOTNLOTOG KOl TOL GUVOETIKOD
1670V (cvumepIAaUPavOUEVIG TNG

Muikn advvapio®, ootikdg Tovod’,
7TOVoC Kot dvoaveéio Tov
LVOGKEAETIKOV GUGTHLLATOG KL TOV
oLVOETIKOD 16TOV

(cvumepthapPoavopévng g

oopuaryiac®®), dhyog dxpov, ocpualyioc’®)
pooyia, apBpakyio’
Oy ouyvéc
Zuyvég Awykoon apbpwong
Awdykwon dpBpwong
AwrTapayis Tov oA cuyvég Oyt ouyvéc

VEQPOV KUl TOV
0VPOPOP®V 00DV

Neoppkn avendapkeio
(cvpmephapPavopévng g oéeiac)’

2uyvég
Awatovpia”, kotokpdtnon ovpwv,
aKpAaTELD 0OVPOV

Oyt ouyvéc
Emixtnto obvdpopo Fanconi

Nékpwon veppikav coinvapiov

Awtapayéc Tov
UVOTOPOYOYLKOV
GUGTILOTOG KUL TOV
ROGTOV

2uyvEc
Ztutikn SucAettovpyia

I'evikéc dwatapayés
KOl KOTOGTAGELS TNG
0909 yop1iynong

oA cuyvég

Konmon™®, otonpua
(cvumeprrapfovopévon
TEPLPEPIKOV 01dNpoToC), Topelio’ ™,
e€acBévion, ypmddng cuvopoun
(ovumeprrapfavovtar opeéioa,
Bxo, pookyio, POOGKEAETIKO
dlyoc, Kepaiodyio Kot piyn)

2uyvég
Owpokikd dkyogo’oo, MBapyog

oA cuyvéc
Kéncocno’oo,

2uyvEg
eprpepikd oidnua, mopetio®,
eEacBévion
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Katmnyopio/opyaviké | ‘Okeg or avemBOopnTeg AvemOOunreg evépyeres fadpov
cvotnpo / gvépyatec/Zoyvotnta 3—4/XvyvétqTa
Ipotipopevog 6pog
HMapaxivikég oAb cuyvéc
egerdosig AvEnuévn ook @oo@aTdon
aipatog
Xuyvég
C-avtidphoa TpmTeivn avénuévn
Kakdosig, 2uyvég
ONANTNPLAGES KL [Mtoon, pdrorec”
eEMALOKES
0£paTEVTIK®OV
YEPLOUAV

©AvemBOunTEG EVEPYEIEG TOV OVaPEPON KAV MG GoPapég Ge KAVIKEG dokiuég oe aoleveic pe NAIIM mov eiyav AdPet Aevardopidn o
cuvdvacpo pe Boptefopipmn kot de&opedalovn

~BA. Tapaypopo 4.8 meptypapr| EMAEYUEVOV AVETIOOUNTOV EVEPYELDV
© Avemfdpmteg evépyeieg mov avapépdnkav og coPapég og KAMvikég Sokipég o€ acheveig e moAamAd Luédmpo, Tov VToPARONKaY oE

Oepoameia pe Aevalidopion o cuvdvacuod pe deapebaldvn 1 per@aidvn kot Tpedviiovn

+ Ioybel Hovo yio i 6oPopEG POPUAKEVTIKES AVETIOOUNTEG EVEPYELEG
* AgppaTikog KapKivog K TAUK®OIMV KUTTAP®V avapépbnke o KAMVIKEG SOKIUEG o€ acbeveig pe LML TOL iy TPONYOLUEVOG

vroPAnei o Oepancio pe Aevaridopion/delapebalovn oe chykplon e TOVG HAPTLPES

** Kapkivopo déppatog amd mhakddes entbnio avapépnke oe kKAviky dokiun o€ acheveic pe veodioyvmodév puéhmpa Tov vofAronkay
oe Bepaneio pe Aevaidopidn/deEapedalovn oe cOYKPLON UE TOVG LAPTUPES

2VVorTiKOC TIVOKAC Yia T 1ovoBspamelo,

Ot akdlovBot mivakeg TPoKOTTOVV OTd HESOUEVA TTOL GVYKEVTPMONKAY KATA TIG KOPLEG LEAETEC OTN
povoBepameio yio LLELOSVGTAUCTIKA GUVIPOUN KOl AEUQMLOL GTO KOTTOPO TOV HOVILA.

Mivakag 3. AvemBounteg evépyeles mov ava@épOnkay oe KAvikég dokipég g aoOeveic pe
opa mov vrofAOnkay og Ogpomeio pe Aevaldouion#

PVELOOVOTAAGTIKG GVVO

Katnyopio/opyaviko ‘Oleg o avemBOunTeS AvemO@opnreg evépyseies padpov
ocvotnpa / gvépyareg/Zoyvotnta 3—4/Xvyvotnra
Ipotipdpevog 6pog
AoudEES Ko IToAb cvyvég [ToAb cuyvéc
TAPUCLTAOOELS Baxtpuakés, 10yeveig ko vevpovia’
LUK TIOGIKEG AOUMEELS
(ovumepriapPovouévav twv Zoyvég

EVKOLPLOKDY AotpdEemv)’

Baxtnpuokég, 1oyeveig kot
LUKNTIOIKEG AOUMEELS
(cvumepthapPoavouévay Tov
EVKOLPLOKAY AOOEEDY)’,
Bpoyyitda

Awrtapayég Tov
ULLOTOU|TIKOV KOl TOV
AEPNPIKOV CVOTINOTOS

oAV cuyvég
@poppomnevia™’, ovdetepomevio’™
Aevkomevia

O

oA cuyvég
Opopponevio™’, ovdeteponevio’™
Aevkomevia

O

2uyvég
Epmopetn ovdetepomevio™’
Awtapayéc Tov IToAv cuyvég
EVOOKPIVIKOD YmoBupeoediopodg
CULOTNHNATOG
Awtapoayés Tov [ToAv cuyvég Zuyvég
petapoiiopov ko g | Mewwpévn 6peén Yrepyhokopio®, peiopévn opeén
Opiymg
2uyvég

Ymeppoptmon G1OMpov, HELOUEVO
oOUTIKO Bapog
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Katnyopio/opyaviké ‘Okeg o1 avemOOunTeg AvemOounreg evépyereg padpov
cvotnuo / gvépyarec/Zovotnta 3—4/Xvyvétta
Ipotipopevog 6pog
Yoylatpikég 2uyvEéc
owetapayég MetaBol e S1dfeonc’
Awtopoayés Tov IToAb cvyvég
VEVPIKOD GLOTNNATOG | ZAAN, KeQaladyia
2uyvég
[MoparsOneio
Koapdwokéc dwatapayég 2uyvEc
O&D £pppaypo. Tov pookopdiovn?,
KOATIIKT pappapuyR’, Kapdtoun
ovemdpketo’
Ayyewokéc dSwatapayés | Zuyvég 2uyvég

Ynéptaot, AULATOLLO

DAePcd Opoppoepporikd
ene06010, KLupimg ev Tm Pdbet
oAefucn OpopPwon kot
nvevpovikh o™’

Awtopoayés Tov IToAb cvyvég

UVOUTVEVGTIKOV Eniotain”®

GULOTNHLATOS, TOV

0dpakae Kol TV

pEG00®PaKIOV

Awtapayés Tov [ToAv cuyvég Zuyvég

YUGTPEVTEPIKOV Atdppora’, kothakd dhyog Aapporo’, vavtia, odovtodyia

(ovumeprrapPavouévov dAyovg avm

KOWAMOKNG YDPOC), VouTia, EUETOC,
dvokotoTnTa

2uyvég
Enpootouia, dvomeyia
Awtapayéc Tov NTATOG | XVYVEC 2uyvég

KOl TOV J0AQOp®V

Mn @votoloyikéc doKacieg
NTATIKNG AgrTovpyiog

Mn @uo10A0YIKEC SOKIUAGTEG
NTATIKNG AgrTovpyiog

Awtapayés Tov
O£pLaTOG KL TOV
VT0O6PLOV 1GTOV

HoAb cvyvég
E&avOnuota, Enpodeppia, kKvnopodg

2uyvég
E&avOnpota, kynopdg

Awtapayés Tov [ToAv cuyvég Zuyvég
QVOCKEAETIKOV Muvikoi onacol, LVOGKEAETIKO Ocopvaryia’
GUGTI|LOTOS KL TOV dAyoc (cupmeptioppavopévey
GLVOETIKOV 10TOV oopualyiog’ kot Ghyoug dicpov),

apBpodyia, pooiyio
Awtapayéc TOV 2uyvEéc
VEQPPAV KAl TOV Negpiki} avendpeto’
0VPOPOP®V 00OV
I'evikég dwotapayés kor | [IoAd cuyvég Zuyvég
KaTaoTdosis TG 0000 | Komwon, mepipepikd oidonpa, [Mupe&ia
xopnynens YPIAING GLVSpour

(ovumepiapfovouévav mopesiag,
Bxa, papuyyitidag, poalyiog,
HVOGKEAETIKOD GAYOLG,
KEQPOAOAYIAG)
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Katnyopio/opyaviké ‘Okeg o1 avemOOunTeg AvemOounreg evépyereg padpov
cvotnuo / gvépyarec/Zovotnta 3—4/Xvyvétta

Ipotipopevog 6pog

Kokooeig, 2uyvEéc

OMANTNPLAGELS KOL Itdon

EMUTAOKES

0£pamTEVTIK®OV

YXELPLOUAV

~BA. Topdypao 4.8 meptypapn EMAEYHEVOVY AVETIOVUNTOV EVEPYELDV
*AvemOounTeg EVEPYEIEG TTOV OVaPEPON KOV MG GOPapEG G KAVIKEG SOKIUEG HVEMOSVOTAGTIKGY GUVEPOUMY.
“H petafoin g S1Oeong avapépbnke wg cuyvn cofapn avemBountn evépyeta ot peEn @Aong 3 LUEAOSVCTANCTIKMY GUVOPOU®Y. Agv
avoeépinke og avemBount evépyeia Babpov 3 1 4
Alyop1Bpog mov epappdletal dote va coprepting@dodv oty IIXII: Oleg ot ADRSs mov edebnoav amd tov adyopdpo g perég edong 3
ocvpmeptiapfavovron oty IIXIT g EE. T avtég tig ADRs, die&nybn évag tpocbetog Edeyyog g ovyxvomtog towv ADRs mov edgtnocav
amd Tov akyoplOpo g HeAETG @aomng 2 Kat, o€ mepinTwon mov 1 cuyvotta Twv ADRS otn pedétn edong 2 ntav vyniotepn omd avTh 61N
perét edong 3, to ovpPav cvprepirappavotav otnv IIXII g EE o1 ovyvotnto nov nopovctaldtoy ot HeALTn edong 2.
#AAYOPLOLOG TOV EQAPUOGTNKE YL TOL LUELOSVOTANGTIKG GOVIPOLLLL:
. Merétn pdong 3 poehodvomhactikdv cuVEPOU®V (SITAd TVEAOG TANBVGHOS aopdietas, dlopopd uetalh 5/10 mg Aevotidopuidng
KOl EIKOVIKOD Qoppaov amd T0 30G0A0YIKO Gy EvapEng Tov TapovclaleTal G TOLAGXIGTOV 2 dTopa)
0 Oleg ot avemBbunteg evépyeieg opetlopeveg ot Depameio pe > 5% tav atdpmv vrd Oepomeio e Aevaidopion Kot
ToVAGYL6TOV 2% 81090pE 6T0 TOG0GTO HETOED AevalSOPIdNG KOt ETKOVIKOD QUPULAKOV.
0 Olgg o1 avemBopnteg evépyeteg opethdpeveg ot Bepomeia fadpov 3 1 4 oto 1% TV atdpwv Vo Bepansio pe
Aevaldopion kot tovAdyiotov 1% Stapopd 6To 1060610 peTaé&d Aevaldopidng Kot EIKOVIKOD GUPUAKOU.
0 Olgg ot coPapég avemBOuNTEG EVEPYELEG 0PEINOLEVES 0N Bepaneio 610 1% TV atopmy vrd Bepaneio pe
Agvaldopion kot TovAdyiotov 1% S1apopd 6To T0600TO PeTadd AevVaASOUIdNG Kl EIKOVIKOD GUPUAKOU.
. MeAétn pdong 2 poehoduoTAAGTIKOV GUVSPOUL®V
0 Olgg o1 avemBopnteg evépyeteg 0pethopeveg ot Bepaneia pe > 5% v atdpev mov vrofAndnkay ot Bepaneio pe
Agvoldopion
0 Olgg ot avemBounteg evépyeteg opethdpeveg ot Bepameia fadpov 3 1 4 oto 1% TtV atdpv Tov VIOPANONKAY GE
Bepancio pe Aevaidopion
0 Oleg o1 coPapéc avembopunteg evépyeieg opeiddpeves ot Oepaneio 610 1% TV atép®V TOL VTOPANONKAY GE
Oepancia pe Aevaiidopion

Mivaxkag 4. AvemOOUNTES EVEPYELES TOV AVAQPEPONKAY 08 KMVIKES doKIpéG o€ ao0gveig ne
Aépoopa amrd KOTTEPA TOL pavova Tov VoA Onkay og Ogpameio pe Aevaldoopion

Katnyopio/opyoviko ‘Olgg o1 avemBOunTeS AvemOounteg evépyeieg padpov

cvotnpa / gvépyarteg/Zovotnta 3—4/Xvyvétnra

IIpoTip®pegvog 6pog

Aop@EELS KaL oAV cuyvég 2uyvég

TAPUCLTMOOELS Baxtnplokés, 10yeveic Kot Boxtmplokég, 1oyeveig ko
LUKNTIOGIKEG AOUMEELS HUKNTIGIKEG AOUMEELS
(ovumephapPovouévav Tov (cvumepthapfoavouévaoy Tov
EVKOLPLOKAOV AotpdEEDV)’, EVKOLPLOKAV AopdEEDVY)’,
pVoOQapLYYiTISO, TVELpOVio’ nveopovia’
2uyvég
[MopappvokoAzitida

NeomAhdopata 2VyVEC Zuyvég

Karon0n, kaxon0n kv | Avtidpaon avalomopwong 6ykov Avtidpaon avalomopmong 6yKov,

un kaBopropéva
(mepriappavovron
KUGTELS KOl TOAVTOOES)

dEPLOTIKOG KOPKIVOG EK TAUKMODY
KUTTapOV Y, BaCTKOKVTTAPIKO
Kapkivoua™’

Awrtapayég Tov
ULLOTOUTIKOV KOl TOV
AEPNPIKOV CVOTINOTOS

oAV cuyvég
Opopponevio”, ovdetepomevio™’,
Levkomevia’, avonpio’

2uyveg
Epmopetn ovdeteponevia™’

oA cuyvég
Opopponevio?, ovdetepomevia™’,
avorpio’

Zuyvég
Epmopetn ovdetepomevio™,
Aevkomevia’
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Katnyopio/opyaviké ‘Okeg o1 avemOOunTeg AvemOounreg evépyereg padpov
cvotnuo / gvépyarec/Zovotnta 3—4/Xvyvétta
Ipotipopevog 6pog
Awtapayéc Tov IToAv cuyvég 2uyvég
petapoiropod ko g | Mewwpévn opeln, petopévo Audatmon °, vrovatprapia,
0péyng ocOUATIKO Bapog, VITOKOALOLIO! vroacPeotionpio

2uyvég

Apvddroon’
Yootpikég 2VyVEC
owtapayég Abnvia
Awrtapayég Tov 2uyvég 2uyvég

VELPIKOV GLGTIATOG

Avoyevcio, Keaialyio, TEPLPEPIKN
vevpomadeia

[Teprpepkn aicOnTIKN
vevpordeia, AMbapyoc

Awtapayéc Tov OTOS 2VYVEC
Kot 10V Aafopivlov Tayyog
Kapowokéc dwatapayés Zoyvég
‘Epepaypo tov pvokapdiov
(cvpmeplapPavopévov 0&£og) N,
KOPOLOKN aveETAPKELDL
Ayyerokés dwutTapayss | Zuyvég Zoyvég
Ynotoon’ Ev 1o Badet prefixn Opoppoon’,
nvevpovikh epforiy™, votaon’
Awtopoyés Tov IToAb cvyvég Zoyvég
OVOUTVEVGTIKOD Abdomvora’ Abdorvora’
GULOTNHLATOS, TOV
0dpakae kot TV
REGOO®PaKIOV
Awtapayés Tov [ToAv cuyvég Zuyvég
YUGTPEVTEPIKOV Aéppora’, vavtia®, éuetoc’, Atappora’, kothiakd diyoc’,
dvokodTTO SVoKOIAMOTNTA
2VYVEC
Kothoxd éhyoc’
Awtopoyés Tov IToAb cvyvég Zoyvég
d&praTOg Kl TOV E&avOnuata (copmepirapfavouévne | EEavinuota
VT3P0V 16TOV AALEPYIKNG dEPULATITIONG), KVIIGLOG
2uyvég
Nvktepvoi 1dpartec, Enpodepuio
Awrtapayég Tov oAV cuyvég 2uyvég

HVOGKELETIKOV
GUGTI|LOTOS KL TOV
GUVOETIKOV 16TOV

Mvikoi oracpol, ocpuadyio

2VYVEC
ApBpadyia, dAyog dkpov, Loiky
advvopio’

Oceuaiyia, poiky advvopia’,
apBparyia, dAyog dxpov

Awtapoyéc TOV
VEQPOV KOl TOV
0VPOPOP®YV 00V

Zuyvég

Neoppwn (WSTIdeSI(XO
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Katnyopio/opyaviké ‘Okeg o1 avemOOunTeg AvemOounreg evépyereg padpov
cvotnuo / gvépyarec/Zovotnta 3—4/Xvyvétta

Ipotipopevog 6pog

Ievikég oratapayéc ko | [ToAd cuyvég 2uyvég

KATAGTAGELS TNG 0000

xXOPNYNONG

Koénwon, eEacdivion’, mepipepiid
oidM Lo, YPImMmOnG cLVOpOUN
(ovumepirappavopévov mopetioc’,
Prixa)

2uyVvEC

Piyn

Mvpetio’, eEachévion’, kémwon

~BA. Topdypao 4.8 mEptypapn EMAEYHEVOVY AVETIOVUNTOV EVEPYELDV
*AvemOounTeg EVEpYELEG TOV OvaQEPONKOY Mg GoPapis 6E KAVIKEG SOKIUEG AEUPMUATOS 0O KHTTOPG, TOV LOVSDL.
ALyOpOLOG TTOV EPAPUOGTNKE Y10 TO AEUP®UO atd KOHTTAPO, TOL LOVODOL:
. Eleyyopevn perétm odong 2 Aepodpatog amd KHTTapo Tou Hovodo
0 Oleg ot avemBounteg evépyeteg opethopeveg otn epomeia pe > 5% TV atdHOV 6T0 GKENOG TNG AEVOASOUISNG Kot
TOLAGYLETOV 2% S10pOPa 6TO T0GOGTO HETAED TOV GKEAOVG AEVOASOLIONG Kot TOV GKEAOVG EAEYYOV
0 Oleg ot avemBounteg evépyeteg opeldpeveg ot Bepancia fabuod 3 1 4 oe > 1% TtV atdU®V 6T0 GKELOG TNG
Aevaldopiong kot tovidytotov 1,0% S1apopd 610 T0606TO HETAED TOV GKEAOLG AeVAAISONIdNG Kot TOV GKEAOVG

eAEYYOL

0 Oleg ot coPapéc avemBounteg evépyeteg opelhopeves ot Bepameio o€ > 1% TtV aTOU®V 6TO GKELOG TNG
Aevaldopiong kot tovAdytotov 1,0% S1apopd 610 T0606TO HETAED TOV GKEAOVG AeVaASONIdNG Kot TOV GKEAOVG

eAEYYOL

. Movov okEAOVG HEAETN PACTG 2 AEUPOUATOG OO KOTTUP TOV HavODoL
0 Oleg ot avembounteg evépyeteg opethdpeveg ot epomeia pe > 5% tov atopov
0 Olgg ot avemBounteg evépyeleg opethdpeveg otn Bepomeia Babpov 3 1 4 mov avapépdnkav oe 2 1 TEPIGGOTEPO GTOMO
0 Oleg o1 ZoPopég avembounteg evépyelec o@eldpeves ot Bepameio Tov avaeépinkav oe 2 1| TEPLOGOTEPU GTOWO.

2vvortikog wivakac yia ) Ospareio cvvovaouod o OA

O ax6A0v00g TiVOKG TPOKVTTEL OO SEGOUEVA TOV GVYKEVTPOON KAV Katd Tig KOpleg peréteg (NHL-
007 ka1 NHL-008) 6mov ypnoyomoinke Aevaidopion e cuvdvacuod pe prrtov&ipuaunn yo acbeveig

pe olddec Aéppopa.

Mivaxag 5: AvemOopunteg evépyeteg mov ava@épOnkay og KMvikég dokipég o acOeveic pe 0{Moeg
Aépoopa, Tov Ehafav Oepameio pe Aevaildopion og cvvovacnd pe prrovEyndumn

Katnyopio/opyaviké | ‘Oieg or avemBounteg AvemOopnteg evépyeireg fadpod

cvotnpa / gvépysreg/Zoyvotnta, 3—4/XZvyvétnra

IIpoTip®pegvog 6pog

Aop@EELS KaL o\ cuyvéc 2uyvég

TAPUCLTOOCELS Aolpwén tov avatepov Ivevpovia®, onyauio’, Aoipwén
OVOTTVELGTIKOD GLGTNLOTOG Tov mvedova, Ppoyyitida,
2VyVEC YOOTPEVTEPITION,
ITvevpovia’®, ypinn, Ppoyyitida, TOPOPPLVOKOATITION, OLPOAOTHWEN,
TOPOPPIVOKOATITION, OVPOLOTUMEN xuttapitido’

Neomhaopata o\ cuyvéc 2uyvég

KoA01)01, Kokon0n Avalomopwon 6yKov” BaotkokuTtapikd Kopkivopo’

KoL pn Kaopropéva 2VyVEC

(meprrappavovron Kopkivopo 6€ppratog amd TAuKMOES

KOGTEIS KL emOAA0N*

TOADTTOOEC)

Awtapayéc Tov
ULILOTTON TIKOV KOl
TOV AERPIKOD
GULOTIATOG

oA cuyvéc
Ovdetepomevio™, avapia’,

’ y K*k
Opoppomevia”, Aevkomevia
Aeppomevia

[ToAd cuyvéc

Ovdetepomevio™’

2uyvég

Avoia’, Opoppomevia?, epmopetn
ovdeteponevia ’, mavkvtToponevia,
Aevkomevia, Aeppomevia
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Katnyopio/opyaviké | ‘Okeg or avemB0Ounteg AvemOOunreg evépyeres fadpov
cvotnuo / gvépysareg/Xoyvotnra 3—4/Xvyvétqta

Ipotipopevog 6pog

Awtapayéc Tov oA cuyvéc 2uyvég

petapoiropod kar g | Mewwpévn 0peén, vrokoAtopion Apudarmon, vrepacPeotiopial,
0péyng 2VyVEC VIOKAALOLEC, VTTOPW®GPATALIO,

Yropoopataiio, apuddtmon

vIEPOLPLYALUiD

Yoyatpikég 2uyvég
dwutapayig Kotabiwn, abnvia
Awtapayéc Tov oA cuyvéc 2uyvég
veupikov ocvotipatog | Kepaiadyio, {ain Jvykomn
2uyvég
[eprpepixn arsOntikn vevporddeia,
dvoyevcia
Kapowukég Oyt ouyvég
dwatapayig AppvBuia’
Ayyerokég dwutapayés | Zvyvég 2VyVvEC
Yndtaon [vevpovikh epfori)™, vdtaon
Awrtapayég Tov oA cuyvéc 2uyvég
UVOTVEVGTIKOD Abomvoro’, Pryog Avomvoro’
GULOTNHLATOS, TOV 2VYVEC
0dpakae ko1 TV AAyog oTOUATOPAPLYYA, SVCOMVIH
REGOO®PEKIOV
Awtapayés Tov oA cuyvéc 2VyVvEC
YUGTPEVTEPLKOV Kotuaké éhyoc®, Siappota, Kook dhyoc’, Sidppota,

dvokotMdtnTa, vauTio, EUETOG,
dvomeyia

2VYVEC

AAyog v KOIMOKNG YDPOC,
otouatitida, Enpoctopio

dvoKOMAOTN T, GTOUATITION

Awtapoayés Tov
O£pPaTog KoL ToV
VTO36PLOV 16TOV

oAb cvyvég

E&avOnua’, kvnopuoc

2uyvég

Enpodeppia, VOKTEPIVOL 1I0PMOTEG,
gpuinua

ZuyvEg
E&avOnua’, kvnopoc

Awtapayéc Tov
JVOOKELETIKOD
GUGTILOTOG KUL TOV
GLVOETIKOVU 16TOV

oA cuyvéc

Mvikoi oracpol, oceuaAyia,
apBpadyio

2VYVEC

AAyog Gxpov, pikn advvopia,
HVOCKEAETIKO AAYOC, Loadyia,
ovyEVaAyia

2VyVEC
Mvikn advvapia, ovyevoryio

Awtapayéc TOV
VEQPOV KOl TOV
0VPOPOP®V 00OV

2VyVEC
O&gio veppiky Prapn’

I'evikég dwotapayés
KUl KOTOOTAGELS TNG
0909 yopriynong

oAb cuyvég

[Mupe&ia, kOO, e&acbévion,
TEPLPEPIKO 010N 0L

2uyvég

Kakovyia, piyn

2uyvég
Koénwon, e£acbévion
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Katnyopio/opyaviké | ‘Okeg or avemB0Ounteg AvemOOunreg evépyeres fadpov
cvotnuo / gvépysareg/Xoyvotnra 3—4/Xvyvétqta
Ipotipopevog 6pog
HMapaxivikég oA cuyvéc
egerdosig AvENUEVT QUVOTPOVGPEPGOT) TNG
oravivng
2uyvég

Mewopévo copatikd fapog,
avénuévn yohepvOpivn aipatog

BA. mopdrypapo 4.8 meptypo@r| EMAEYUEVOV AVETIBOUNTOV EVEPYELDV
Alyop1Opog mov epapuoctnke Yo to 0lmdeg AEpPmpLaL:

EXleyyopevn dokyn eaong 3:
o

AvemBounteg evépyeieg oe NHL-007 - Odeg o1 avembopnteg evépyeteg 0@ethopeveg ot Bepaneia pe > 5,0% tov
aTOp®V 670 6KEAOG Aevaldopiong/prrové&uduang kat tovddyiotov 2,0% vyniotepn cuyvotnta (%) 6to okEAOG
Aevaldopiong oe cOYKPLoN e TO OKELOG EAEYYOV - (TANBVGOUOG aoPAAELC)

0 AvemBounteg evépyeteg fabpov 3/4 e NHL-007 — Odeg o1 Babpov 3 1 4 avemBopunteg evEpyeleg OPEAOLEVES OTN
Oepameia pe tovAdyoTov 1,0% ToV atdumv 610 6KELOG Aevoldopiong/prrovéipdmng kot tovidyiotov 1,0%
VYNAOTEPN GLYVOTNTA GTO GKEAOG AEVAAMDONIdNG GE GVYKPLON e TO OKELOG EAEYYOVL - (TANBVGUOG aopaAELnG)

0  ZoPapig avembBounteg evépyeleg oe NHL-007 - Oleg ot coPapég avembounteg evépyeleg opeldpeveg ot Bepamneia pe
TovAdyotov 1,0% tov atdpmv 610 okéEL0G Aevotidopiong/prrovéipdunng Kot tovidytotov 1,0% vynidtepn
GUYVOTNTO GTO GKEAOG AEVOAMBOUIONG/PLTOVEAUTNG GE GVYKPLON HE TO OKELOG EAEYYOV - (TANBLOUOG HGPALELOC)

Aokin evog okédovg, paong 3 yia to OA:

0 AvembBounteg evépyeieg oe NHL-008 - Oleg o avemBvunteg evépyeteg opethdpeveg ot Oepameia pe > 5,0% tov

atopOv

0 AvemBbdunteg evépyeteg fabpov 3/4 NHL-008 - Odeg ot Babpol 3/4 avemBounteg evépyeleg 0QEMONEVES 0T
Oepancio Tov avapépbnkav og > 1,0% tov atdpov
0  XoPoapéc avembounteg evépyeteg o NHL-008 - Oleg ot coPoapéc avembounteg evépyeteg opeldpeveg otn Bepomeio
mov avoépbnkay oe > 1,0% tov atdpwov
O Avem@OuNTEG EVEPYELEC TOV avapEPONKAY MG GOPuPEC o8 KAMVIKES SOKIPEC V1o, TO 0{MdeC Aéppmua
*loy0el povo Yo Tig 6oBapéc PUPHAKEVTIKEG AVETIOOUNTEG EVEPYELES
"Yr6 tov 6po «EEGVONp» mephapBévoval ot TpoTidpevol dpot eEavOMua kot eEvON LA knMSoBAATIOGSEG
Y76 Tov 6po «AEVKOTEVIO» TEPIAUUBAVOVTOL O1 TPOTIUDUEVOL OPOL AEVKOTEVIaL Kot ApOUOG AEVKOKVTTAP®OV UEIMUEVOG
*¥HFXY 6 TV 0p0o «AguPomevioy TEPIAAUPAVOVTOL Ol TPOTILOUEVOL OPOL AEUPOTEVID Kot aPLOUOS AEUPOKVTTAPMV UELOUEVOS

ZVVORTIKOC TIVOKOC TWV QVETIOOUNTOV EVEPYEIWY UETC, TNV KDKAOQOPIO, OTHY 0Y0pC.

EmumAéov TV Topamdve averiBounTmy evepyelmvy Tov SameTaNKaY amd Tig focIkEG KAVIKEG
SOKIEG, 0 aKOAOVOOG TIVOKOG TPOKVTTEL 0O dESOUEVE TOV GLYKEVIPOONKAV 0md cToLyEio LETA TNV

KukKAopopia otV oyopd.

Iivakag 6. AvemBOunteg evEPyELEg TOV AVUPEPONKAY KOTE TN P61 HETA TNV KVKAOPOPia 6TNV
ayopd o€ 0.60gveic Tov vwofAOnkay o Ogpameio pe Aevarldopion

Katnyopia/opyaviko ‘Oleg ov avemBOunTES AvemO@opnreg evépyseies fadpov

ovotnpa / gvépyereg/Zoyvotnta 3—4/ZvyvétnTa

IpoTip®pevog 6pog

AondOEES Ko Mn yvootéc Mn yvootég

TOPUCITAOCELG loyeveic howméelg, loyeveic howwméelg,
coumepopuBavouévne g cuumePLOUPaVOUEVIC TNG
EMAVEVEPYOTOINGNG TOL 100 TOV EMOVEVEPYOTOINGTG TOL 100 TOV
épmnra {oothpa Kot g Nratitidag | €épmnTa {OoTNpa Kot TNG
B nratitiooc B

NeomAhdopata Zrdvieg

KoAon 01, kKoko1)0n Kot 2Hvdpopo Adong 6ykov

pn kaBopropéva
(mepriappavovron
KVUOTELS KOl TOAMOTTOOES)

Awtapayéc Tov
ULILOTTO TIKOV KU1 TOV
AERPIKOV GUGTIILOTOS

Mn yvootéc
Emiktntn opo@ihio
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Katnyopio/opyaviké ‘Okeg o1 avemOOunTeg AvemOounreg evépyereg padpov
cvotnuo / gvépyarec/Zovotnta 3—4/Xvyvétta

Ipotipopevog 6pog

Awotopoyis Tov 2rdvieg 2rdviec

GVOGOTOMTIKOD Avoeuiaktikny avtidpaon” Avoevloktikn avtidpaon”
GULOGTILOTOG

Mn yvootég
AmoOppIyYn LOGYEVIATOG GUUTOYOVS
0pYyavou

Awtapayéc Tov 2VYVEC

EVOOKPIVIKOD YrepBupeoeidiopodc

GULOTNHNATOG

Awtapayéc Tov Oy ovyvég 2Iivieg
UVUTVEVGTIKOD ITvevpovikn vaéptaon [Tvevpovikn véptaon

GULOGTNLOTOS, TOV

0dpuka Kol TOVL Mn yvootég

pecofwpaxiov Atdipgon mvevpovitido
Awrtapayég Tov Mn yvootég
YOGTPEVTEPLIKOD [ayxpeotitida, 61GTpnoT TOV

YOGTPEVTEPIKOD COANVA
(cvumepthapfovouévov
SOTPNCEMV EKKOATMLOTOC,
EVTEPOV KO TAYEOS EVIEPOV)”

Awtapayés Tov NTOTOG
KOl TOV J0AQOp®V

Mn yvootéc

Oé&ela otk averdprela”, ToEIKN
NraTitdo”, KVTTUPOAVTIKA
nratitdo’, yolootatikn nrotitidoa®,
LIKTT KOTTOPOAVTIKT/YOAOCTOTIKY|
nrotitdo”

Mn yvootég
Oé&elo nmotikn avemdpreo’,
o nratitdo’

Awtapayéc Tov
O£pLaTOG KL TOV
VT006PLOV 16TOV

Oy ovyvéc
Avyyerooidnpa

ZTAVIEG
Yvvdpopo Stevens-Johnson”,
To&1Kn emMdepUIKT veEKpOAvoN

Mn yveotég
AEVKOKVTTOPOKAUGTIKY

AYYEUTION, POUPLOKEVTIKN
avtidpaon pe NOovoPIiio Kot
GUOTNUOTIKA COUTTOUOTA

ABA. Topdypao 4.8 TEptypapn EMAEYHEVOVY AVETIOVUNTOV EVEPYELDV

IIeprypaen emAeyUEVOV OVETOOUNTOV EVEPYELDV

Tepazoyovog opaon

H Aevaiidopion oyetiletat dopuxd pe tn Boldopion. H Boldopidn ivar pio yvoot tepoatoyovog
dpaoTikn ovoia Yo Tov avOpwTo ToL TPoKaAel GOPaPES GVYYEVEIS SOUAPTIES, ATEIANTIKEC Y10, TN
Com. Xe mOKovg, 1 AevoAldopion TpoKAlese SVOTAAGIES TAPOUOIEG LLE AVTEG TOV TEPLYPAPN KAV Y10
™ BoAdopion (PA. mapaypdeovg 4.6 kot 5.3). Le mepint@on mov N AeVaAldopion Aneoel katd
SLapKELD TNG KONOTNG, 1 TEPATOYOVOS EMLOPAOCT] TNG AEVAALSOUIONC 6TOVG avOpdmovg eivat

OVOLLEVOLLEVT.

Ovdetepormevio kou Opoufomevio

Neodiayvawaéy morloamdd uvéiwua.: acbeveic mov Eyovy vmofinbel oe ASCT kou Aaufavovy Ospomsio

ue Aevolidouion oovinpnons

H AevaAidopion cvvrinpnong petd and ASCT oyetiletat pe vynAdtepN GLUYVOTITU OLOETEPOTEVING
Babpov 4 og 6hykpion pe tn cuvtipnon pe eikovikd eapuako (32,1% évavtt 26,7% [16,1% évavrtt
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1,8% petd v évapén g Bepanciog cuvinpnong] ot perétn CALGB 100104 ko 16,4% évavtt
0,7% o peiét IFM 2005-02, avtictoyo). AVemBOUNTEG EVEPYEIEG OVOETEPOTEVING OQEILOUEVEG OTN
Oepameio Tov 001 YNCOV GE dlaKomn TN Aevaldopiong avapépdnkoay oto 2,2% tov acbevadv ot
peArétn CALGB 100104 kot 10 2,4% tov acBevov otn perétn IFM 2005-02, avtictorya. Epumopem
ovdetepomevio Pabuov 4 avaeépOnke o€ TAPOUOIES GLUYVOTNTES OTO GKEAN AEVOALOOLIONG GLUVTIPNONG
0€ GUYKPION UE TO GKEAT GUVTHPNOTG UE EIKOVIKO PAPUAKO G appdTtepeg Tig peréteg (0,4% Evavtt
0,5% [0,4% évavtt 0,5% petd v évapén g Bepanciog cuvtipnong] ot perétn CALGB 100104
wat 0,3% évavtt 0% ot perét IFM 2005-02, avtictowyo).

H Aevaidopidn cvvtipnong petd and ASCT oyetileton pe vynAdtepn cvyxvotnta Opopforeviog
BaBpot 3 1 4 o€ oVykpion pe ™ cvveipnon pe eikovikod eappako (37,5% évavtt 30,3% [17,9%
évavtt 4,1% petd myv évapén g Oepanciog cuvtpnong] ot perétm CALGB 100104 kot 13,0%
évavtt 2,9% ot perétn IFM 2005-02, avtictotya).

o Neodwyvoohév morlomid puédmpa: acBeveic mov dev givar katdAinlot yio petapdcoyevon
Kot Aapfdvovv Bepameio pe Aevaldouidn og cvvdvaoud pe foptefopipmn kon delapebalovn
Ovdetepomnevia Paduov 4 mtapatnprbnke oto okéhog RVd og pukpotepo Babud oe oyéon e to
ovykpurkd okédog Rd (2,7% évavtt 5,9%) ot pekétn SWOG S0777. Eumndpetn ovdeteponevia
Babuov 4 avagépbnke o Tapduoleg cuyvoTNTES 610 okédoc RVd og cvykpion pe 1o okéhog Rd (0,0%
évavtt 0,4%).

Opopponevia Paduod 3 N 4 mapatnpidnke oto okélog RV o peyaridtepo Pabuod o oyéon pe 1o
ovykpitiko okélog Rd (17,2% évavtt 9,4%).

Neodrayvwabév morlomlo pvélwua.: aobeveic Tov dev elvor kaTaAlnlol yio uETOpUOoYEVTN 01 OTOI0L
laufavoovy Ospareio ue Aevatioouion e avvovaouo ue dscausbolovny

O cvvdvacpog Aevaidopidng pe deapebalovn o acbeveig e veodoyvwcOEy ToAhamAd HuEAmua
oyetiletan pe yapniotepn ovyvotnta ovdeteponeviag Babuoo 4 (8,5% oe Rd xar Rd18), og clykpion
pe MPT (15%). Epmdpetn ovdeteponevia fabpov 4 mapatnpndnke ondvia (0,6% oe Rd ko Rd18 oe
ovykpion pe 0,7% oe MPT).

O ocvvdvacudc Aevartdouiong pe de&apebalovn oe aobeveic e veodlayvmoBEy TOAOTAS HuéAmpa
oyetileton pe younAdtepn ovyvotra Opopuporeviag Babuov 3 kot 4 (8,1% oe Rd kar Rd18), oe
obvykpion ue MPT (11,1%).

Neodroyvaalév mollamdo pvélwua.: aobeveic mov dgv eivol KOTAAANAOL Y10, LETOUOTYEVCT] KOL TTOD
Aaufavooy Ospareio ue Asvaiidouion os oovovaouod ue uelpolavny koi mpeovilovy

O cVVOVAGIOG AeVAADOUIONG e peAPaldv Kot TpedviILovn ce acheveic e veodlayvmatév TolAamiod
puélopo oxetifeton pe vymAdtepn cuyvotnTo ovdetepomeviag fabpov 4 (34,1% oe MPR+R/MPR+p)
o€ ovykpion pe MPp+p (7,8%). [apatnpnbnke vymidtepn GuvOTNTO EUTOPETNG OVIETEPOTEVIOG
Babuov 4 (1,7% oe MPR+R/MPR+p og ovykpion ue 0,0% oe MPp+p).

O cVVOLAGLOC AEVOALOOUIONG e LEAPOAGVT Kol TTpedVILOVN o€ acBevelg e vEodlayvcOEV ToALATAO
puélopo oxetiletor pe vymiotepn cvyvotnta BpouPoreviag Babuov 3 ko 4 (40,4% oe
MPR+R/MPR+p) ¢ cOykpion pe MPp+p (13,7%).

[lolardo uvélwuo.: acbeveic ue tovddyiorov uio Tponyovusvny Bepomeio.

O ovvdvacpog Aevaidopidng pe deapebalovn oe acbeveig pe moldamhd pvélopo oyetileton pe
VYNAOTEPT GLYVOTNTA EUEAVIOT|G ovdeTepomteviag Babuov 4 (5,1% oe acbeveic vid Oepaneia pe
Aevoidopion/deEapnebalovn oe ohykpion pe 0,6% oe acBeveic vd Bepaneia pe elkoviKo
oappakxo/de&opefalovn). Eneicodia epmdpetng ovdeteponeviog Pabuov 4 mopatnprnikay omdvia
(0,6% o€ acbeveic vad Oepaneio pe Aevardouion/seapuedalovn og cOykpion pe 0,0% ce acbeveig
wrd Bepameio pe ekovikd eappako/deapedalovn).
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O cvvdvacpog Aevaidouidng pe oeapuebalovn o acbeveic pe moramhd pvélopo oyetiletol pe
VYNAOTEPT LY vOTNTA ERPAviong OpouPoreviog Babpod 3 kot Babuov 4 (9,9% kot 1,4% avtiotoiymg
o€ acbeveig vid Bepameio pe Aevardopidn/de&apedalovn o avykpion e 2,3% kot 0,0% o acBeveic
v7d Bepameio, pe ewovikd appako/de&opuefalovn).

e Aocfeveic pe pueAodLVOTAOCTIKA GOVOPOLLO.

e aobeveig pe LuEAOOVOTAUGTIKA GUVIPOLA, 1) AeVaASOUidN oyeTileTal pe VYNAITEPT GLYVOTNTA
enpaviong ovdetepomneviag fobuov 3 1 4 (74,6% oe acBeveic vd Bepomeio e Aevaildopion oe
ovykpion pe 14,9% oe acbeveig vid Bepomeio pe ewcovikd eapuako otn perétn edong 3). Ereic6oia
gumvpetng ovdeteponeviag fabpod 3 N 4 mapatnpndnkav oe 2,2% 1oV acbevdv vrd Bepancio pe
Aevaadopion o ocvykpion pe 0,0% oe acBeveic vrd Bepancio pe erkovikd eappoko. H Aevolidopion
oyetileton pe vynAdTepN GLYVOTNTA EUPavicons OpouPomeviag faduod 3 N 4 (37% ot acbeveic vad
Oepamneio pe Aevalidopion oe ovykplon pe 1,5% o€ acbevelg vid Bepaneio pe eucovikd eappaKo ot
peAém @dong 3).

e Aocbeveic pe Aépoopa amd KOTTOPA TOL Hovova.
e aoBeveic pe Aéppopa omd KOTTOpo Tov Lovdva, 1 AevaAldopidn oxetifetal pe vymAdtepn
ouyvoTnTa EPLPAVIoTS ovdetepomeviag fabuov 3 1 4 (43,7% oe acBeveig vo Bepomeia e
Aevoidopion oe cvykpion pe 33,7% oe aobeveig 6To 0KELOG EAEYYOL 6N HeAéT pdong 2). Emeicodua
gumvpetng ovdetepomeviag fadpod 3 N 4 mapatnpnOnkav oto 6,0% TtV acbevov Vo Oepaneia pe
Aevoidopion og ovykplon pe 2,4% og acbeveic 010 okélog eAEyyOV.

o Aofeveic pe olddeg Mépompa
O cvvdVaG oG AevaAdopidng pe prrovéipuaumn oe TAnbvoud pe olmdec AMéppmpa oyetileton pe
VYNAOTEPT LY VOTNTA ovdeTEpOTEViag Babuov 3 1 4 (50,7% oe acbeveig vid Bepomeia pe
Aevaadopion/prrovéipnaunn oe cvykpion pe 12,2% oe acbevelg vio Oepaneia pe grkovikd
oappoko/prrovéipdunn). Oleg ol meputdoelg ovdetepomeviag Pabod 3 1 4 Ntav avacTpEYIES LECH
TPOCWOPIVIG O10KOTNG TNG OOCTG, HEIOTNG TNG dOONG KOV DTOCTNPIKTIKNG Oy®YNG HE aENTIKODG
napdyovtes. Emiong, eumbpetn ovdetepomevia mapatnpndnke ondvia (2,7% oe acBevelg vro Oepaneia
pe Aevaldopidn/prrovéapnn oe cuykpion pe 0,7% oe acbeveic vo Bepaneia pe eikovikd
@appako/prrovéudunn).

H Aevaiidopidn oe cuvdvaopod pe prrovéaunn oyetifeton emiong pe vYnNAOTEPT cLYVOTNTO
epeaviong Opoppomneviag Babuod 3 1 4 (1,4% oe acBeveic vo Bepaneia pe
Aevoldopion/prrovéipuaunn o ovykpion pe 0% oe acbeveic vto Oepaneia pe eikovikd
(AapHaKo/prtovEudpmn).

Diefixn Opoupfocuforn

AvEnuévog kivduvoc ev T Pabet prefing Opopupwong Kot Tvevpovikng epfoing oxetiCetan pe
YPNOT TOL GUVOLAGLOV AevaAdouiong e de€apefalovn oe acbeveic e TOAATAO LVEA®UO Kol GE
uikpdtepo Pabud oe acbeveic vto Oepameia e AevaAldopidn oe GuVOLOCUO UE LEAPAAGVT KOl
pedviLovn 1 o€ aebevelg pe TOAAATAO LVEADUA 1] LUELOSVOTAOGTIKG GUVOPOLO KoL AEUQMLO OO
KOTTOPO TOL HavdVDa TOV VTOPAAAoVTOL o€ povobepameia pe Aevaldopidn (BA. mapdypapo 4.5).
Tavtdypovn xopynon epuOPOTOMTIKGOV TAPOYOVIMV 1| TPONYOOUEVO 16TOPIKO €V TM PAOeL EAEPIKNG
Opopupwong umopel emiong va avénoet tov Kivovvo Bpopupwong oTovg GuYKEKPIULEVOLS 0oDEVEIS.

‘Euppoyua tov uvokopdiov
"Epgpaype tov pvoxapdiov €xet avapepbei oe acbeveic mov Aapupdvouy Aevorldouion, W1outépwg oe
EKEIVOVG UE YVOGTOVG TOPAYOVTEG KIVOVVOU.

Anpoppoyixéc diotapayéc

Ot aLoppayIKEG OLATAPOYEG OVOPEPOVTUL OE SLAPOPES KATIYOPIES OPYAVOL GUOTNUATOG: ALOTAPOYES
TOV QUUOTOINTIKOY KOt TOL AEUPIKOD GUOTHHATOG, S10TAPAYES TOV VEVPLIKOD GUGTHILOTOG
(evookpaviaxn apoppayio), SOTAPAYESG TOL AVOTVEVGTIKOD GUGTHLOTOS, TOL BMPOKA KOl TOV
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pecobwpdxiov (emiotaln), dloTapayEs TOL YOUOTPEVTEPIKOD (QLOPPpayic, TMV OVA®V, OUOPPOIdIKN
aoppayia, atpoppayic Tov 0pHov), SLUTAPUYESG TOV VEPPDOV KAl TOV 0OVPOPOP®Y 000V (opaTovpia),
KOKMOGELG, ONANTNPLAGELG KOl EMTAOKEG OEPATEVTIKMV YEPICUDV (LOADTESG) KoL 0YYELOKES OLOTAPAYES
(exyouwon).

AlAepyiéc avudpdoeis kai gofoapéc depuoTIKES avTIOPATELS

"Exovv avapepBel Tepntdoelg aAlepyiK®V avTdpUcE®VY, GUUTEPIAAUPBOVOLUEV®VY 0y YELO0ONLOTOG,
OVOQUAOKTIKNG OVTIOpaoNG Kot GOPapmV depUATIKOV OvVTIOpAcE®V, cuureptAappfavopévey tmv SJS,
TEN ka1 DRESS pe ) ypfion Aevaiidopionge. ‘Exet avapepbei atn BipAoypaio mihovn
dwactavpolpevn avtidpaon peta&ld Aevordopidng kot Baidouiong. Ot acbeveic e 1oTopcd coPapov
eEavOnuatoc mov oyetileton pe Oepameio pe Baridopnion dev Ba Tpénet vo Aapfdvovv Aevoidopion

(B\. mapdypago 4.4).

Aedtepec mpwromobeic koxonleieg

e KAMvikég dokéG og aobeveig e puélopa mov eiyov Tponyovuévmg vroPAnbel oe Bepomeia pe
Aevoidopion/deEapnebalovn og chYKPIoT LE TOVS PAPTLPES, TOV TEPILOUPAVOLY KUPIMG OEPUATIKA
KOPKIVOUOTA €K PACIKOV 1] TAAKOIDOV KVTTAP®V.

Oleia pveloyevic Aevyaiuio

ol Aamdo pvéiawuo

IIepintdoeig oéeiag poehoyevoig Aevyotioc (AML) éxovv mapatnpndei o€ KAVIKES SoKIUES
Veoolayvmae0EvTog ToAAUTAOD pueAdUATOG GE acbeveic mov ElaPav Oepareio pe Aevolidopion og
ouvovaoud pe perporavn 1 opéomg petd omd HDM/ASCT (BA. mapdypoaeo 4.4). Avtiy n avénon dev
TapaTnPNONKe o€ KMVIKEG SOKIUES VEOILOYVMGHEVTOG TOALATAOD HVEADUATOG GE acbeveic Tov
ElaPav Aevalidopion oe cvuvovaouo pe deEapebalovn oe cOykpion pe BaAdopidn oe cuvOLOGUO e
UEAPOAGVT Kol TPEdVILOVT.

¢  MuehoduoTAUGTIKA GUVOPOLLOL
Ot petaPAnTég avamopdic, CUUTEPIAAUPBAVOUEV®VY TG CUVOETNG KVTTAPOYEVETIKNG KoL TNG LETAAAAENC
Tov yovidiov TP53, oyetiCovrat pe v e&éMén oe AML oe dtoua pe avopio wov amottody
UETAYYIGELG KOl £XOVV TNV AVOUOAIN OTOAELNG TOL LOKPOL GKEAOVG TOL Ypopocouatog S (Del 5q)
(BA. mapdrypago 4.4). O extipdpevog dietig abpototikds kivovvog eEéMEnc oe AML fjtav 13,8% o¢
0o0evelc e LELOVOUEVT OVOLOALN OTMOAELNG TOL HOKPOL 6KEAOVG TOL Ypopocopatog S (Del 5q), ot
ovykpion pe 17,3% oe acbeveig pe anmdAeio Tov pHakpov okEAOVG ToL Ypopocopatog S (Del 5q) kot
pio emmpdohetn kKuTTapoyevetikn avopaiio kot 38,6% o acbeveic pe ochvBeto KapvdTumo.
e [ post-hoc avaivon pog KAMVIKIG SOKIUNAG TNG AEVAASOUIONG & HVEAOOVOTAUGTIKA GUVIPOLLOL,
TO EKTIHMUEVO JETEC TOG00TO eEEMENC 68 AML ftav 27,5% oe acBeveig pe Oetikd amotéreoua g
e&éraong IHC-p53 ko 3,6% oe aobeveic pe apvntikd amotédecpa g e&étaong IHC-p53 (p =
0,0038). Ztovg acbeveig pe Betikd IHC-pS3, éva youniotepo mocootd eEEMENG oe AML
mapatnpnonke petald tov achevav 6tovg omoiovg emetedydn (o avTamdKpion eAehOepn
petayyicewv (TI) (11,1%), og ohykpion pe Tovg acbeveic mov dev avtamokpiOnkav (34,8%).

Hrotikéc diarapoyéc

"Exovv avapepbei o1 mapaxdtom avemBounteg evépyeleg HETA TNV KVKAOQOpPia 6TV ayopd (Un yvooTh
oLYVOTNTA): O&ElD NTATIKY OVETAPKELN Kol yoAOoTaoT (Kot ot dVo duvntikd Bavatneopeg), ToEKN
NTATITION, KVTTAPOAVTIKY NTOTITION KOl LUKTY KUTTOPOAVTIKN/YOAOGTOTIKTY NTOTITION.

Pofdouvotvan
"Exovv mapotnpnbei ondvieg mepntdoelc pafSopvdAvons, OpIoUEVES OO OVTES KOTA T XOP1YNon
Aevoidouiong pali pe ototivn.

Awozapoyéc tov Bopeoerdodg
"Exovv avaeepbel mepimtdocic vrobupeoeldiopol Kot TepThoels vepBupeoctdicov (PA. Tapdypopo
4.4 Aartapoyég Tov Bupeogldong).

Avtidpaon avolowrvpwonc oykov (TFR) koi odvdpouo Avonc oyxov (TLS)
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2 peiétn MCL-002, mepinov to 10% tov acbevav vrnd Bepaneia pe Aevatdouion epepdvice TFR ce
ovykplon pe 0% oto okéhog eréyyov. H mietoynoio tov coppdviov sppaviotnke otov kokho 1, 6Aa
a&lohoynOnkav g oxetilopeva pe ) Bepaneio Kot 1 TAEOYNEio TOV avapopdv nTov Babuov 11 2.
AcBeveig pe vynio MIPI katd ™ duidyvoon 1 oykmon voco (tovAdylotov pia PAAPN mov gival > 7 cm
o711 HeyoADTEPT O1dpeTpo) Kotd TV Evapén evdéyeton va datpéyovv kivouvo yuo TFR. Xt pedémn
MCL-002, TLS avagépbnke yia évav acbevi oe kabéva and ta dvo okéAn Bepomeiog. Ztnv
vrootnpktikn perétn MCL-001, mepimov to 10% tov atopwv eppdvice TFR. Oleg o avagpopég tav
BaBpot 1 1 2 og soPapodtnta kat dAeg aglohoyndnkav wc oyetilopeveg pe tn Beponeio. H migioymoeia
TV cLUPavtev epeaviotnke otov KikAo 1. Agv vanp&av avapopés TLS ot perétn MCL-001 (BA.
Tapdypoeo 4.4).

¥ peiétn NHL-007, avaepépbnke TFR o€ 19/146 (13,0%) omd tovg acbevei 610 6KELOC
Aevoidopiong/prrovépudunng évavtt 1/148 (0,7%) acBeveic 6to okélog elkovikon
eoppdxov/prrovépdunne. Ot nepiocotepeg TFR (18 amd 115 19) mov avapépbnkav 610 oKELOG
AeVOABOUIONG/ PITOVEIUAUTNG TOPOVGCLAGTIKAY KATH T1 OAPKELN TV dVO TPOTOV KOKA®V Oepameiag.
"Evag acBevic pe OA ot0 okérog AevaAidopidng/prrovéyaunng napovoioce éva coppdv TFR
BaBpov 3 évavtt kavevog ao0evoic 610 oKkEAOG EIKOVIKOD QUpUAKOV/pIToLEIUANTNG. ZTN HeAETN
NHL-008, 7/177 (4,0%) amnd tovg acBeveic pe OA mapovsiacsav TFR (6cov apopd ) coPapdtnra,

3 avagopéc nrav Babuov 1 kot 4 avagopég rav Babuov 2), eved 1 avapopd OewprOnke coPapny. Xt
peién NHL-007, nopovcidotnke TLS og 2 acBeveig pe OA (1,4%) oto okérog
Aevaadopiong/prrovudunng kot o kovévay acevi e OA 610 6KEAOG EIKOVIKOD
eappakov/prrovéipaunns. Koavévag acbevig dev gixe coppdv Babuov 3 1 4. TLS napovcidotnke o
1 aoBevn pe OA (0,6%) ot perétn NHL-008. Avtd 1o pepovopévo cupfdy tavtonoonke og
cofapr| avemBOunTN evépyeia Babuov 3. o tn perétn NHL-007, kavévag acBevig dev ypeldotnke
va dlakoyel oploTikd T Bepamneia pe Aevaidopidn/prrovépdpnn Adym TFR v TLS.

Aratopayéc 100 yooTpeviepikoD

‘Exovv oavopepBel S1aTpoelg TOL YOOTPEVIEPIKOL COANVO KOTA Tn Oldpkelo g Oepomeiog e
Aevoldouion. Ot SloTPOEIS TOL YOGTPEVIEPIKOD COANVO UTOPEL Vo 0ONYAOOLV GE ONATIKEG
emmAokég Kot uropei va oyetiCovron pe Bovatneopa xfao.

Avapopd TBavoA0yoLUEVOV ovVETBOUNTOV EVEPYELDV

H avagopd mboavoroyoduevov avemBOunTov evepyelmV PETH amd T YopnyNon Gdelog KukAopopiag
TOV QUPUAKELTIKOD TPOIOVTOG etvar onpavtiky. Emitpénet n ocvveyn mtapakorlobbnon g oxéong
0PEAOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIOVTOG. ZNTEITHL At TOVG EMAYYEAUATIEC VYELQG VL
avaPEPOVY OTTOLEGONTOTE TOOVOLOYOVUEVES AVETIOVUNTEG EVEPYEIEG LEGH TOV EBVIKOV GUGTAUATOG
avapopdg tov avaypdeetot 6to Hopdptmua V.

49 Ymrepdoooloyia

Agv vtdpyet 101kn gumelpios 660V aeopd TN dloyeiplon TG VIEPS0cOA0YiNG AEVAAIOOUIONG GTOVG
acBeveic, av Kot o€ peréteg ebpoug 66on¢ opiopévol acheveig extédnkav oe doom péypt 150 mg, kot
o€ peléteg epamas 06omc, uepikoi acbeveig extédnkav o 660m £mg 400 mg. H docomeplopiotikn
TOEIKOTNTA G€ AVTEG TIG HEAETEG NTAV KVUPIWG OLATOAOYIKY|. 1€ TEPITTMON VIEPOOCGOAOYING,
GUVIOTATOL VITOGTNPIKTIKY AYWOYT.

5. D®PAPMAKOAOI'IKEX IAIOTHTEX

51 ®@oppokoduvopikEs 1010TNTEG

DopuoKoDEPATEVTIKT KATYOPid: AVOCOKUTAGTOATIKA, AALO AVOGOKATOGTUATIKA, KMOIKOG
ATC: LO4AX04

Mnyavioudg dpdong
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

H AevaAidopion decpeveton dpeca e o cereblon, £va cuoTATIKO TOV TOUEN ring LG KOVAATIVIG TOV
evlopkov coumAéypotog e E3 Mydong e ovpikovttiving, mov mepthapufavel T 0EGUEVTIKY
npoteivn Prafov deoévpifovovrdeikod o&éog (DNA) 1 (DDB1), v kovAiiviy 4 (CUL4) kot to
pLOot) T@v kovAAveV 1 (Rocl). Ze apomomrikd kvtTapa, 1 SEGHELGT TG AEVOAOOUIONG 6TO
cereblon mpoclapufdver Ti¢ tpoteiveg viootpdpata Aiokog kat Tkapog, o1 omoieg eival Aeuogtdeic
LETAYPAPIKOT TOPAYOVTEG, 0ONYDVTOS GTNV OLPIKOVITIVOTOINGT| TOVG KOl TNV €XaKOA0VON
OTTOIKOJOUN O LE ATOTELECLO AUEGES KVTTAPOTOEKEG KOl AVOGOPLOLICTIKES EMOPACELS.

SUYKeEKPEVA, ) AEVOMOOUIOT aVOSTELAEL TOV TOAAUTAGGLOGO KOl EVIGYDEL TNV OTOTTMOON
OPICUEVOV KAPKIVIKOV OLLOTOMTIKOV KUTTAP®V (GUUTEPIAAUPAVOUEVOV TOV KOPKIVIKOV KUTTAPOV
TAGoatog Tov [IM, TV KopKIVIKGOV KUTTAP®Y TOV 0{®dO0VEC AELPOUOTOC KOl EKEIVMV |LE ATMAELEG
GTO YPOUOCOA 5), eVicybeL TNV avocia mov pecorafeitan péom twv T kuttdpnv Kot Tov Duoikdv
®ovéwv (Natural Killer, NK) xvttdpov kat avédver tov apBud tov NK, T kot NK T kuttdpov. X
LVEAOOVOTAUCTIKG GUVIPOUO LE OTMOAELL TOV LOKPOD OKELOVS TOV Ypopocmpatog S (Del 5q),
AEVOAIOOUION aVACTEAAEL EKAEKTIKE TOV U1 QLGLOAOYIKO KAMVO avEAvVoVTag TNV ATOTTMOY| TV
KUTTOP®V LE AMMAELY TOV HLOKPOL GKEALOVG TOL Ypopocopatog S (Del 5q).

O ovvdvacpog Aevolidopidong Kot prrov&naunng avEavetl v eEapTdUEVT] A0 OVTICOLOTO
Kkuttapopesorafovuevn kuttapotoikdtnta (Antibody-Dependent Cell-mediated Cytotoxicity,
ADCC) ka1 Vv dpeon andnTmon TOV KAPKIVIKGOV KUTTAP®V GTO KOTTAPO TOL 0{DhO0VE AEUPDLOTOG.

O unyaviouog dpaong TS AeVaAldopiong mepthapufavel exiong Tpdcbeteg dpacTnpLdTnTES, OMTMG
OVTLOYYELOYEVETIKEG 1010TNTEG Kot 1010TNTEC TPOoaywYNS TG epvBpomoinong. H Aevaiidopion
OVOGTEALEL TNV AYYELOYEVEDT] AMOKAEIOVTOG TN LETAVAGTELGT KOl TNV TPOGKOAATON TV
evéonlokdv KutTdpwv Kot T dnpuovpyio pikpoayyeiwyv, eravéivel Ty mapaymyn eUPpuikng
atpoc@utpivng amd to apycyova arpomomtikd Kotrapa CD34+ kot avacTELAEL TV TOPAYMOYN
KUTOKIVQV 10V TTpodyouv 1 eAeypovn (m.y. TNF-a kot IL-6) amd ta povokdtrapa.

KhMvikr) amotedeopotikdtnta kol acQAaieo

H omoteleopatikotnta Kot 1 ac@aieio tng Aevaiidopuiong éxovv alloloynbdei oe €1 pedétec eaong 3
0€ veod10yvmoEV TOAAATAO HuEAmUA, 600 PEAETEG PAoTG 3 o€ VTOTPOTLALOV AVOEKTIKO TOAAUTAD
LLELOUO, [ LEAETN pdong 3 Kal pio LEAETN oG 2 6€ LLEAOSVOTANGTIKA cUVOPOLL, Hia @pdong 2
o€ APO®Ua omd KOTTOPO TOL Hovova, pio HEAETN @dong 3 kot pia perétn edong 3B og iNHL, 6mwg
TEPLYPAPETOL TAPOUKAT®.

Neodrayvawobév mollamlo pvélwuo

e AgvoMdopidn cuvthipnong o€ acbeveig mov £yovv vrtoPAndei oe ASCT
H amoteleopatikotnta Kot 1 ac@Aaieio TG Aevaidopidng cvvinpnong a&loroyndnkay e dvo
TOAVKEVTPIKES, TUYALOTOUUEVES SUTAN TVPAEG, 2 OKEAMV, TaPAAANA®Y opuddwv puekétes paong 3,
eleyyouevec pe ewovikd eapuako: CALGB 100104 kot IFM 2005-02.

CALGB 100104
Kotdiiniol ntav acBeveic nlkiog peta&y 18 kot 70 etdv pe evepyd 1M mov anaitovoay Oepaneio
KoL o1 ooiot dev mapovsialav Tponyovuevn eEEMEN HeTd TV apyikn Bepameia.

O1 aoBeveic ToyoonomOnkav o avaroyia 1:1 gvrog 90-100 nuepadv petd and v ASCT, ®ote va
AdPBovv Bepomeion cuvInpNoNg L AevaAldouion 1 eiovikd edppako. H 66on cuvtipnong ftov 10 mg
pia opd v nuépa Katd Tig nuépeg 1-28 emavarapfoavopevav Kokimv 28 nuepdv (avéndnke ¢mg Kot
15 mg pia eopd v nuépa petd amd 3 punveg eALelyel SOGOTEPLOPIOTIKNG TOEIKOTNTAG) Kot 1) Oeparmeio
ocvveyiotnke pEypt v e£EMEN TG vOGov.

To TPOTEVOV KATAANKTIKO GNUELD ATOTEAEGLOTIKOTNTOG TNG LEAETNC NTOV 1) eMPiwon yopic eEEMEN
g vocov (PFS), and v tuyatomoinon €mg tnv nuepounvia eEEMEng 1 Bavdtov, 6moto amod ta dVo
ouvéfatve Tpdto. H pedétn dev 81€0ete 160 Y10 TO KATOANKTIKO ONpEI0 GLVOMKNG EMPimong.
Yuvolika tuyoromotOniay 460 acbeveic: 231 acbeveig oe Aevaiidopion kot 229 acbeveig oe gucovikd
@appako. Ta dnpoypaeikd ototyeio Kot To GYETILOUEVA [E TN VOGO YOPOKTNPIOTIKG NTOV
e&looppomnpéva petalhd TV 0VO CKEADV.
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To ToeAd TG pelétng Katapynonke petd amd cvotdoelg e Emitponic mapakorohOnong dedopévmy,
otav EEmePAOTNKE TO OPLO Y10, TNV TPOYPAUUATICUEVT EVOLduEesT avaivor g PFS. Metd amd v
KOTAPYNOT TOV TOPAOD, EMTPANTKE G6TOVG aGOeVEIC 6TO GKEALOG TOV EIKOVIKOD QUPUAKOV VA, LETAPOVY
6T0 GAAO 6KEAOG Kat va AGBouv AevaAldopion mpv amd v eEEMEN T VOCOV.

Ta amotehéopata g PFS katd v Katdpynon Tov TueAoD, HETH amd Uid TPOYPOUUATICUEVN
evolapesn avaiveon, pe nuepounvia amokomng otig 17 Aexepppiov 2009 (rapaxorovdnon 15,5 uiveg)
KatédeEay po peimon 62% tov kivdovou eEEMENG TG vooov 1 Bavdtov vaép g Aevaidopiong (HR
= 0,38, 95% CI1 0,27, 0,54, p <0,001). O dupecog cuvolikog xpdvog g PFS ftav 33,9 unveg (95%
CI AE, AE) oto okéhog Aevaiidopuiong évavtt 19,0 unvav (95% ClI 16,2, 25,6) 6to 6kéLog £1KOVIKOD
QOPUAKOV.

To 6perog otnv PFS mapatnpninke 1660 oty vroopdda tov acbevov pe CR 66o kot otnv
VTOOUAdA TV 0cBevdv Tov dev métuyav CR.

Ta amotehéopata TG LEAETNG, LE NUEpOUNVia arokomng v 1" Defpovapiov 2016, tapovoidlovral
otov [ivaka 7

IMivakog 7: XOvoyn TMV GUVOAK®OV 0£00UEVOV OTOTEAEGUUTIKOTITOS

AgvaMdopion Ewovikd pappoko
(N =231) (N =229)
PFS o&oloynuévn amd Tov epgvvntiy
Avdpecoc xpdvoc® PFS, unvec (95% CI)P 56,9 (41,9, 71,7) 29,4 (20,7, 35,5)
HR [95% CI7", p-tiuq 0,61 (0,48, 0,76), <0,001
PFS2¢
Aduecoc ypdvoc® PFS2, ufveg (95% CIP 80,2 (63,3, 101,8) | 52,8 (41,3, 64,0)
HR [95% CI]", p-twuq 0,61 (0,48, 0,78), <0,001
Yuvolki] empioon
Atdpesoc ypdvoc® OS, pfvee (95% CI)P 111,0(101,8, AE) | 84,2(71,0,102,7)
IMocoo16 8-g100¢ emPinong, % (SE) 60,9 (3,78) 44,6 (3,98)
HR [95% CI]", p-tyup® 0,61 (0,46, 0,81), <0,001
MopakorovOnon
Mdpeocog ypévoc® (min, max), uiveg: Aol o1 emimvteg acbeveic | 81,9 (0,0, 119,8) 81,0 (4,1, 119,5)

CI = dbotpa epmotocivng, HR = Adyog emcivévvotntog, max = péyioto, min = gldyioto, AE = dev extyunfnke, OS = cuvolkn emiBioon,

PFS = emPimon yopig eEEMEN TG vOGOoL

“H ddpeon Ty Paciletar otnv Kaplan-Meier ektipmon.

PTo 95% CI y10. ) Sidpeon tyn.

"Baogl Tov HOVTELOL avadoyIKOY Kivduvev Tov CoX oV GUYKPIVEL TIG AELTOVPYieg KIvEUVOL Ot 0mtoieg oyeTilovTan e To GKEAN
evOedelyHEVMV DepamELDV.

® H p-tiuy BasiCetan otov pn otpopatonompévo éheyyo log-rank tov Stagopdv kapmding Kaplan-Meier petald tov okehdv evaedetyuévov
Oepaneidv.

“ AtepeuvnTiko kotornktiko onpeio (PFS2). H Aevaldopion mov yopnynnke oe acbeveis Tov okéELOVG £1KOVIKOD GUPUAKOL TOV GALAEAY

oKéhog TP amd TV e£EMEN TG VOGOV KATA TNV KATAPYNOT TOL TVPAOD NG HEAETNG, dev BepnBnke wg Bepancio dedTepng ypapuns.

T Aldpecog xpovog mapakorovdnong petd and v ASCT yia 6hovg tovg emldvres acbeveic.

Hpepopnvieg amokomig dedopévav : 17 Askepppiov 2009 kot 1 Gefpovapiov 2016

IFM 2005-02

KoatdAiniot rav acbeveig nikiog < 65 etmv kotd T d1dyvoon mov giyov vwoPAndel e ASCT kot
6TOVG 0ToioVg Elye emttevybel ToLAGYIGTOV Hio avTomdKplon oTafepng VOGOL TN GTIYUR TNG
apoToroykng amokatdotacng. Ot acOeveic ToyatomomOnkay o avaroyia 1:1 dote va Adfovv
Oepameio cuvtpnong pe Aevoldopidn 1 ekovikd edppoko (10 mg pio popd Ty NUEP KATA TIG
nuépeg 1-28 emavorapfovopevov KokAmv 28 nuepdv mov avéndnkay émg oe 15 mg pia opd v
Nuépa Hetd amod 3 unfveg eElheiyel 60c0mEPIOPIOTIKNG TOEIKOTNTOC) HETA OO 2 KOKAOVG AEVAAISOUIONG
otabeponoinong (e 66om 25 mg/Mmuépa kotd Tig nuépeg 1-21 evog kbkhov 28 nuepmv). H Bepaneia
ocvveyiotke £wg v e£EMEN NG vOGOUL.

To mpwtevov katodnktkd onpeio frav n PFS mov opildtav amd v tuyaionoinon €wg v
nuepounvia e€EAMENG 1 Bavdtov, 6moto and ta d0o cuvéPaive Tpdto. H pedétn dev d1€0ete 1oy0 Yo 0
KOTOANKTIKO onpeio cuvoMkng emiPioong. Xvvolikd tuyotomombnkay 614 acbeveic: 307 acbeveic o
Aevoidopion kot 307 acBeveic oe €1KOVIKO PAPLOKO.
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To ToeAd ¢ perétng Kotapynonke Hetd amd cvotdoelg g Exttponng mapakoiovdnong dedouévay,
otav EEMePAOTIKE TO OPLO Y10, TNV TPOYPUUUATICUEVT EVOLdpEST avaivor tng PFS. Metd amd v
KOTAPYNOT TOL TVEAOD, 01 0oBeveic TOV AdpPavay elKoVIKO QAPLAKO OV PeTEPnoay og Bepomeia e
Aevaaidopion mpv amd v eEEMEN T vOcov. To okéAog Aevaldopiong S1aKOTNKE, ¢ TPOANTTIKO
LETPO acpaAgiog, uetd amd Tapatnpnor dvoavaroyiog otic SPM (BA. mapdypago 4.4).

Ta amotedéopota g PFS kotd v kotdpynomn tov ToAod, LETH amd [0 TPOYPULLILATIGUEVT
gvoldueon avaivon, pe nuepounvia amoxonng otic 7 loviiov 2010 (rapakorovOnon 31,4 univec)
rkatédeEav o peiwon 48% tov kvddvov eEEMENG TG vooov 1} Bavatov vrép g Aevaidouiong (HR
=0,52, 95% CI 0,41, 0,66, p <0,001). O didpecog cuvorikog xpovog g PFS ftav 40,1 punveg (95%
Cl 35,7, 42,4) oto okéhog Aevardopiong évavt 22,8 unvev (95% CI 20,7, 27,4) oto okérog
EIKOVIKOV QapLAKOL.

To 6¢pehog otnv PFS ftav pukpdtepo oty vwoopdda twv achevov pe CR oe oyéon pe v vroouddo
TV acbevav mov dev métuyav CR.

H evnuepopévn PES pe yprion nuepounviog omoxomng v 1 @eppovapiov 2016 (mapakorovdnon
96,7 uMveg) ovvéytoe va, katadeikvoetl 6pelog oty PFS: HR = 0,57 (95% CI 0,47, 0,68, p < 0,001). O
dtéipecoc cuvokog ypovos e PFS fitav 44,4 punveg (39,6, 52,0) oto okéhog Aevaidopidng Evavtt
23,8 unvav (95% CI 21,2, 27,3) oto okéhog eucovikod pappdakov. ['a v PFS2, o mapatnpovpevog
HR 7rav 0,80 (95% CI 0,66, 0,98, p = 0,026) yia T AevaALd0pion EvavTtt Tov €KoViKoD eapudkov. O
dipesog ouvolikdg ypovog g PFS2 ftav 69,9 piveg (95% CI 58,1, 80,0) 610 okérog AevaAidopiong
évavtt 58,4 unvav (95% CI 51,1, 65,0) oto okéhog ewovikod gapudkov. ['a tn cuvolikn emPioon, o
napatnpovuevog HR frav 0,90 (95% C1 0,72, 1,13, p = 0,355) ywa T Aevaridopion évavti tov
EIKOVIKOD QOpraKov. O S1dpesog GUVOAIKOG ¥povog emPioonc fTav 105,9 unveg (95% CI 88,8, AE)
670 okélog AevaAldopiong évavt 88,1 unvav (95% CI 80,7, 108,4) 610 6KELOG EIKOVIKOD QUPUAKOL.

Aevalidouion oe ovvovaouo pe fopreCouiunny kor deCoucbalovn o aobeveic mov dev eivou
KOQTOAANAOL Y10 UETOUOTYEVTH OPYEYOVWV KDTIAPWDV
H perétn SWOG S0777 a&ordynoe v tpocdnkmn g Poptelopipmng o€ pia focikn aymyn
Aevoldouiong ko de€apedalovng, og apykn Oepamneio, akorovBoduevn amd cuveyoUeEVN XOPYNON
Rd péypt v e€éMéEn g vooov, ce acbeveic pe moAamAd puéAmua 6Tovg omoiovg dev eiye yoprynOel
mpornyovuevn Bepaneio Kot o1 omoiot €ite NTAV OKATAAANAOL Y10 LETAUOGYEVOT| EITE NTAV KATAAANAOL
Y petapdoyevon kat ogv oxedialav vo vrofAnbodv dueca oe petapdcyevoN).

O1 aoBeveic 610 okélog Aevardopidng, popteopiumng kot de&apebalovne (RVA) élofov
Aevaldopidn 25 mgmuépa amd Tov oTépATOC TIC NUEPsS 1-14, eviopréPio Boptelopiumn 1,3 mg/m?
Tignuépes 1, 4, 8 ko 11 o de&apebalovn 20 mgmuépa amd Tov otopatog Tig Nuépes 1, 2,4, 5, 8, 9,
11 kot 12, emavarapPoavopevav kokiov 21 nuepodv yuo £0¢ Kol 0KTo KOKA0LS 21 nuepadv

(24 eBdopadeg). Ot acheveig oto okéhog Aevaiidopiong kot de€ouedalovng (Rd) Ehafav Aevaiidouion
25 mg/mpépa omd Tov oTopaTog TIg NUEPeS 1-21 ko de&apebaldvn 40 mg/Mmuépa amd Tov GTOUOTOS TIG
nuépeg 1, 8, 15 kau 22, emavarapfoavopevav Kokimv 28 nuepdv yio E0¢ kat 51 KhkAovg 28 nuepov
(24 gBdopadec). Ot acOeveig kat oo 600 okéAN Elafov cuveyduevn xopnynon Rd: Aevaiidouion

25 mg/mpépa omd Tov oTopaTog TIg NuEpes 1-21 ko de&apebalodvn 40 mg/Mmuépa amd Tov GTOUOTOC TIG
nuépeg 1, 8, 15 ko 22, emovarapfovousvav kKokiwov 28 nuepmv. H Bepaneia Tpofrendtay va
ocvveylotel uEypt v e£EMEN g vOoOoU.

To TPOTEVOV KATAANKTIKO GMUELD OMOTEAEGLOTIKOTNTOG TNG HEAETNG NTOV 1| EMPiwon yopic eEEAMEN
g vooov (PFS). Zvvolikd, eviaydnkov otn pekétn 523 aobeveic, pue 263 aobeveic va
Tuyatomolovvol oto RVd kot 260 acbeveic va toyatomotodvtol oto Rd. Ta dnpoypagpikd ototyeio kot
T oYeTILOUEVA LE T VOOO YOPOKTNPIOTIKA TV acevdv katd tnv évapén ftav KaAd 1GoppomTUEVH
UETUED TV OKEADV.

Ta amotehéopata g PFS, 6nwg a&loloynOniay and v IRAC, kotd ™ otiyun g TpOToyEVOnS

avdAivong, pe nuepounvia arokonng otic 5 Noegpuppiov 2015 (mapakorovdnon 50,6 uiveg) Katédei&av

po peimon 24% tov kvdvvou eEEMENG ¢ vooov 1 Bavdtov vép tov RVd (HR = 0,76, 95% CI 0,61,
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0,94, p = 0,010). O d1dpecog GuvoAKOg xpovog tng PFS ftav 42,5 punveg (95% CI 34,0, 54,8) oto
okéhog Tov RVd évavtt 29,9 unvav (95% CI 25,6, 38,2) oto oxérog tov Rd. To d6¢pelog
TopoTnPeNOnKe aveEapTnTa Ao TNV KATOAANAGTNTO Y10 LETAUOGYELOT APYEYOVOV KVTTAP®V.

Ta amotehéopata TG HEAETNG, e Nuepounvia amokomg v 1" AekeuPpiov 2016, 60V 0 d1OUEGOC
¥POVOG TapakoAovONoNg Yo OAa Ta emPidoavta dropa fTav 69,0 unveg, mapovslalovial GTov
[Mivaxa 8. To 6¢pelog vép Tov RV mapatnpndnke ave&apmmra and v kataAlniotnta yio
LETOUOCYEVOT APYEYOVAOV KVTTAPOV.

Hivakag 8. Xhvown TV 0£00UEVOV GUVOLKIG OTOTELECROTIKOTNTOGC

Apyukn Ogpameio
Rvd Rd
(kOKdhor 3 gfdopadwv|(kvkior 4 efdopnddmv
x 8) x 6)
(N =263) (N = 260)
PFS a&roroyodpevn amé v IRAC (uiveg)
Adpecoc ypdvoc® PFS, pmiveg (95% CI)P 41,7(33,1,51,5) | 29,7(24,2,378)
HR [95% CI?, Tiun p° 0,76 (0,62, 0,94), 0,010
Yvvolki] smifioon (uyveg)
Abpecoc ypovoc® OS, uivec (95% CI)P 89,1 (76,1, AE) | 67,2(58,4,90,8)
HR [95% CI]?, Tiun p° 0,72 (0,56, 0,94), 0,013
Avtamokpion — n (%)
Yvvolkn avrarokpion: CR, VGPR 11 PR 199 (75,7) 170 (65,4)
> VGPR 153 (58,2) 83 (31,9)
MapokorovOnen (uvee)
Awdpecoc ypévoc® (min, max): dhototacPsveic | 61,6(0,2,994) | 594 (0,4,99,1)

Cl = didompa gpmotooivng, HR = Adyog emkivduvotntog, max = péyioto, min = gldyioto, AE = dev extyunfnke, OS = cuvolikn
emPioon, PFS = emPioon yopig e&EMEN g vooov.

“H diapeon T PaciCeton ommv Kaplan-Meier exrtipnon.

P Appindevpo 95% Cl yia tov Sidpeco ypdvo.

"Me Béomn 10 un GTPOUOTOTOUHEVO HOVTERD avaAoYLcov Kivdvvou katd COX Tov GuyKpivel TIG GUVAPTIHOEL KvdOVoL Tov GyeTilovTot He
ta okéAn Oepaneiog (RVA:Rd).

S H 1y p Booiletar og pn otpmpatorompévo deyyo log-rank.

* H Sudipeon mapokolovbnon vroroyiotnke and v npepopnvic Tuyaomoinons.

Huepopunvia amoxonnig dedopévav = 1 Aek 2016.

Emwcarpomompéva amoteréspato OS, pe nuepounvia amokomng v 1" Maiov 2018 (didueon
mapokolovOnon 84,2 unveg yio emPirdoavta dropa) cvveyilovv va deiyvouv mieovéktnpua g OS
vrép Tov RVd: HR = 0,73 (95% CI 0,57, 0,94, p = 0,014). To m06061t6 T0V atdpumv mov enPincay
petd amd 7 m frav 54,7% oto okéhog RV évavt 44,7% oto okéhog Rd.

e AgvaMdouidn og cuvdvaoud pe defapebalovn oe acbeveic mov dev givar KatdAAniot yio
UETAUOCYELON OPYEYOVOV KUTTAP®V

H acpdieia kot amote e LaTIKOTNTA TS AEVOALOONIONG a&loA0YONKe o€ o paong 3, TOAVKEVTPIKN,
TUYOLOTTOMUEVT, ovoryTh uerétn 3 okehmv (MM-020) acbevdv nhikiog tovAddyiotov 65 €TV i Gvo, 1
€4V NTOV NAKIOG KAT® TV 65 €TMV, dEV NTAV VIOYNPLOL Y10 LETAUOGYEVCT] APYEYOVOV_KVTTAPMV,
1ot apviOnKav va vtoPANBoVY GE LETAUOCYEVOT] OPYEYOVMV_KLTTAP®V 1] dev dtatifeto otov achevn
1N HETAUOCYELOT APYEYOVAOV_KLTTAPWOV AOY® KOGTOVG 1 AAAOL Adyov. H perétn (MM-020) cuvékpive
TN Aevoldopion kat tn 6e&apefalovn (Rd) xopnyodueveg yuo 2 StopopeTIKEG YPOVIKEG S1IAPKEIEG
(ONA., péxpr v e£€MEN g vooov [Zkélog Rd] 1 yia émg kKo dekaokTd KuKAOLG 28 nuepdv [72
gBdopadeg, Tkéhog RA18]) pe m peleardvn, v tpedvilovn kot tn Baidopion (MPT) yia éva
LEY1oTO dMdeKa KOKA®@V 42 nuepmv (72 gfdopnddec). Ot acbeveig toyotomombnkay (1:1:1) o 1 and ta
3 okéAn Bepamneiag. Or acbeveic ToyaomomOnKay pe oTp@pOTOTOiNGN avdAoya pe v niia (<75
&vavtl >75 etdv), to otddo (Ztadia I kou II katd ISS évavtt Ztadiov III) kat ™ xdpa.

Ot acBeveic ot okédn Rd kot Rd18 élafov Aevaiidopion 25 mg pio gopd TNV nUEPT KOTA TIG NUEPES
1 ¢wg 21 KOKA®V 28 MuUePOV GOUPOVO. LLE TO TPOTOKOALO TOL oKEAOVG. 40 mg deapedalovng
yopnynonkav pia popd v nuépa Katd Tig nuépes 1, 8, 15 kat 22 kdbe khklov 28 nuepav. H apyikn
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d6om kot 1o oynua yo Rd kot Rd18 mpocappootnkay avdioya e thv nAikio Kot T VEQPIKN
Aettovpyia (PA. mapdypaeo 4.2). AcOeveic nlikiag >75 etdv Ehafav pa 66on de&apedalovng tomv

20 mg pio popd TNV NuéPo KoTa TIg NUEPES 1, 8, 15 ko 22 kdbe kvxiov 28 nuepav. OLot ot acbeveic
ELoPav TPOPLAAKTIKY] OVTITINKTIKY ayw@yn (mapivn youniov poplakod Bdpovs, Bapeapivn, nrapivn,
aomipivn younAng 66ong) Katd T StdpKelo TG LEAETNC.

To TPOTEVOV KATAANKTIKO GNUELD GYETIKA LLE TNV ATOTEAEGLOTIKOTNTO OTI LEAETN NTav 1 EMPicon
yopic eEEMEN g vooov (progression free survival, PFS). Zvvolkd, 1.623 acOeveic evtdydnkav ot
ueAén, pe 535 acbeveic va toyatomoovvtar o€ Rd, 541 acBeveic va tuyatomotovvral oe RdA18 kot 547
aoBeveic va Tuyatorotovvtol e MPT. Ta dnpoypagikd ototyeio Kot Ta oxeTilopeva Ue T vOGo
YOPUKTNPLOTIKA TOV 0oOEVDY KOTA TNV Evapén NTay KOAG 16oppomtnuéva Kot ot 3 okéAn. ['evikd, To
dTopo TNG HEAETNG ElYaV TPOY®PNUEVOL 6TadI0V VOGO: amd T0 cuVOMKO TANBLGUS TG peAétng, 41%
elye otddwo Il xatd ISS, 9% &iye coPapn| veppikn avemdpkeia (kabapon kpeatvivng [CLler] < 30
ml/min). H didpeon nikio ntav 73 kot ota 3 oKkéEAN.

e o emkaipomompLévn avéivon tov PES, PFS2 kot OS pe nuepounvia amoxomnrg v 3" Maptiov
tov 2014, 6mov 0 d1dpesoc ypOVoc mapakorovOnong Yo 6Aa Ta emlmvta dropa fTav 45,5 pnvee, Ta

amoteléouata NG neAETng mapovastdlovtol otov [ivaka 9:

Hivakag 9. XOvoyn ToV 6UVOMK®V 0£60UEVOV ATOTELECRATIKOTTAS

Rd
(N = 535)

Rd18
(N = 541)

MPT
(N =547)

PFS o&oloynuévn and tov gpeovnti] —
(uiveg)

Avdpecocg ypovoc® ya PES, unveg (95%
Cl)?

26,0 (20,7, 29,7)

21,0 (19,7, 22,4)

21,9 (19,8, 23,9)

HR [95% CIT, p-tyy’

Rd vs MPT 0,69 (0,59, 0,80), <0,001
Rd vs Rd18 0,71 (0,61, 0,83), <0,001
Rd18 vs MPT 0,99 (0,86, 1,14), 0,866

PES2¢ — (unvec)

Abpecog xpovog” yua PFS2, unveg (95%
Cl)?

42,9 (38,1, 47,4)

40,0 (36,2, 44,2)

35,0 (30,4, 37,8)

HR [95% CI7, p-tiuR®

Rd vs MPT 0,74 (0,63, 0,86), <0,001
Rd vs Rd18 0,92 (0,78, 1,08), 0,316
Rd18 vs MPT 0,80 (0,69, 0,93), 0,004

2ovoMkn emBioon (uveg)

Adpecog xpovos® yia OS, puives (95%
Cl)?

58,9 (56,0, AE)

56,7 (50,1, AE)

48,5 (44,2, 52,0)

HR [95% CITY, p-tiup°

Rd vs MPT 0,75 (0,62, 0,90), 0,002
Rd vs Rd18 0,91 (0,75, 1,09), 0,305
Rd18 vs MPT 0,83 (0,69, 0,99), 0,034

[opakorovOnon (Uvec)

Aldpeon Tn®t (min, max): 6Aot ot
acBevelc

40,8 (0,0, 65,9)

40,1 (0,4, 65,7)

38,7 (0,0, 64,2)

AvTomékpion 610 puédopa n (%)

CR 81 (15,1) 77 (14,2) 51 (9,3)

VGPR 152 (28,4) 154 (28,5) 103 (18,8)
PR 169 (31,6) 166 (30,7) 187 (34,2)
Tvvolkn avtamdkpion: CR, VGPR 11 PR 402 (75,1) 397 (73,4) 341 (62,3)

ALGPKELN AVTOTOKPLENG — (U1]vES)”

Atdueon Tiun” (95% CI)P

35,0 (27,9, 43,4)

22,1 (20,3, 24,0)

22,3 (20,2, 24,9)
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AMT = Ogpomeia katd Tov puermporog, Cl = didotpa epmictoovvng, CR = mipng avtamdkpion, d = de&apebdaldvn youning déong, HR =
A0Y0g emkvduvotTag, IMWG = Aebvig Opdda Epyaciag yia to Muéhopa, IRAC = Avegaptntn Emtpony EmBefaiowong Avtamoxpiong,
M = pedparavn, max = péytoto, min = gAdyioto, AE = dev extiunnke, OS = cuvohikn emPimon, P = mpedvilovn, PFS = emPioon ympig
e€EMEN ™G vooov, PR = pepikn avtomokpion,

R = Xevoldopidn, Rd = Rd yopnyodpevn péxpt v tekpnpimon g e&€MEng g vooov, Rd18 = Rd yopnyodpevn yo <18 kokhovg, SE =
TOTIKO GOAALLL,

T = BoMdopion, VGPR = modl koA HePIK OVTOTOKPLOT), VS = £VOVTL.

“ H dudpeon tipn Pocileron otnv Kaplan-Meier ektipnon.

P To 95% CI yio. T Siépeon .

¥ Baogt Tov HOVTEAOL aVOAOYIK®V KIvdOVeV Tov CoxX mov cLYKPIVEL TIg AEITOoVpYieg Kivduvou ot omoieg oyeTilovTon pe T0 GKEAN
evdedetypévov Bepameidv.

¥ H p-tipn Booiletar oto un otpopotonompévo Eeyyo log-rank v Stapopdv kapmoing Kaplan-Meier petafd tov okeddv eviedetypévav
Oepaneidv.

& AlepeuvnTikd KatoAnktikod onpeio (PFS2)

°" H diGpeon T eivat ) LOVOUETABANTH OTATIOTIKNY X®PIG TPOCUAPHOYT Y0 AOYOKPLGI.

¢ Kalbtepn afloAdynon g TeKUnpLopévng avIomokpiong katé t edon fepomeiog g pelétng (Yo opiopong kabe katmyopiag
avtamokpiong, Huepopnvio amokonrig dedopévav = 24 Maiov 2013).

1 amokomn dedopévav 24 Maiov 2013

Aevalidouion oe ovvovaouo e uelpaiavny koi mpedvilovy axorovBovueves oxo Bepameio ovvTpnons

o¢ aogbeveic mov dev glvol kKatalinlol yio uetoudoysvon
H aopddeio kot 1 amotedecpotikdTnTo TG AevaAidouiong a&loroynonke oe o edong 3
TOAVKEVTPIKT], TUYOLOTOUNIEVT, OTAG TVPAN peAétn (MM-015) pe 3 oxéAn acbevav Tov fTav nAkiog
65 etdv 1 Avo Kot elyav Kpeatvivn opov < 2,5 mg/dl. H perétn cvvékpive n AevaAidopion oe
ouvdvacud pe peA@ordvn kat Tpedvitovn (MPR) pe 1 yopic Bepameio cuvtipnong pe Aevaiidopion
pEYPL TNV €EEMEN TNG VOO0V, LLE EKEIVI TNG LEAQOAGVIG KOl TNG TPEIVILOVIG Yia Eva HEYIGTO 9
KOKAwv. Ot acBeveic ToyaromomOnkav o avaroyia 1:1:1 og 1 amd ta 3 okéln Bepaneiog. Or acheveic
ToyooTomMONKaY He oTpmpoTonoinoT avaioyo pe v nAkia (<75 évavtl >75 etdv) kot To 6TAd10
(ISS, Xtéow I ko I évavt Zradiov 1II).

Avt 1 perén diepevvnoe t ypnomn Bepaneiag cuvovacspod tov MPR (uedpaidvn 0,18 mg/kg amd
TOV oTOHOTOC KoTh TIg NuéPeS 1 €w¢ 4 emavarlapfavouevoy kokimv 28 nuepav, tpedvilovn 2 mg/kg
OO TOV OTONNTOC KATA TIG NUEPES 1 Emg 4 emavalapfovouevav KOKA®V 28 NUEP®V Kot AeVOAIOOUION
10 mg/muépa amd Tov oTOHATOG KaTh TIg NUéPeS 1 €wg 21 emavolapfoavopevov KOKA®V 28 nuepmv)
v Bepameio OO0V, Emg Kot 9 KOKAovE. AcBeveic mov olokANpwoay 9 KhkAovg 1| Tov dev
KaTOPO®SAV Vo OALOKANPOGOLY 9 KOKAOVG AOY® Un avoyng Tpoympnoay o Bepaneio Guvtnpnong,
Eexvavtag pe Aevaaidopidn 10 mg and tov otdépatog Kotd Tig nuépes 1 €oc 21 emavaiapfovousvav
KOKAV 28 nuepmv pEYpL TNV e&EMEN TG VOGOUL.

To TPO®TEVOV KATAANKTIKO GNUEID GYETIKG LLE TNV OTOTEAEGLOTIKOTNTO T LEAETN \Tav 1 EMPicoon
yopic eEEMEN g vooov (progression free survival, PFS). Zvvolikd, 459 acbeveic evtdybnkav ot
ueAén, pe 152 acbeveic va tuyatonoodviar e MPR+R, 153 acOeveic va toyatomolovvtal e MPR+p
ka1 154 acbeveig va tuyatomolobvtar 6 MPp+p. Ta dnuoypagikd ototyeio Kot o oxeTi{ONEVa e TN
VOGO YOPUKTNPIOTIKA TOV acOevADY Katd v Evapén NTov KaAd 1copponnuéva Kot ota 3 GKEAT.
Yvuykekpyéva, tepimov 1o 50% tov acBevodv mov evidydnkav oe ke oxélog glye Ta akdAovOa
yopoktnplotikd: otddo I katd ISS kot kdBapon kpeatvivng < 60 ml/min. H didpeon niwia frov
71 oto okén MPR+R kot MPR+p kot 72 oto okéhog MPp+p.

e o avaivon tov PES, PFS2, OS pe nuepopnvia arokomnnig tov Anpidto tov 2013, 61ov 0 d1dpecog
1POVOG TopakoAoVONoNg Yo OAa T emldVTO dTopa RTov 62,4 UVES, TO ATOTEAEGLOTO TNG LEAETNG

napovoidovror otov [Mivaka 10:

Hivakog 10. Zovoyn TV 6VVOMKAV 0£00UEVAOV UTOTEAEGUATIKOTITOG

MPR+R MPR+p MPp +p
(N =152) (N =153) (N =154)
PFS a&woroynpuévn amd tov epgovnt) —
(mijveq)
Atdpecog xpovoc” yia PFS, ufveg
(95% CI) 27,4 (21,3,35,0) | 14,3(13,2,15,7) | 13,1 (12,0, 14,8)

HR [95% Cl], p-ty
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MPR+R vs MPp+p 0,37 (0,27, 0,50), <0,001
MPR+R vs MPR+p 0,47 (0,35, 0,65), <0,001
MPR+p vs MPp +p 0,78 (0,60, 1,01), 0,059
PFS2 — (ufveg) *
Adpecog xpovoc” yuo PFS2, pivec 39,7 (29,2, 48,4) | 27,8 (23,1, 33,1) | 28,8 (24,3, 33,8)
(95% CI)
HR [95% CI], p-tyuq
MPR+R vs MPp+p 0,70 (0,54, 0,92), 0,009
MPR+R vs MPR+p 0,77 (0,59, 1,02), 0,065
MPR+p vs MPp +p 0,92 (0,71, 1,19), 0,051
Yovoikn empPioon (uveg)
Adpecog xpdvoc® yia OS, piveg 55,9 (49,1, 67,5) | 51,9 (43,1, 60,6) | 53,9 (47,3, 64,2)
(95% ClI)
HR [95% ClI], p-tiun
MPR+R vs MPp+p 0,95 (0,70, 1,29), 0,736
MPR+R vs MPR+p 0,88 (0,65, 1,20), 0,43
MPR+p vs MPp +p 1,07 (0,79, 1,45), 0,67
[TopaxolovOnon (Unveg)
AMdpeon Tyun (min, max): 6ot ot 48,4 (0,8,73,8) | 46,3(0,5,71,9) | 50,4 (0,5, 73,3)
acBeveig
Avtamokpion 6to poéimpa agtoroynuévn
anté tov epevvnTi n (%)
CR 30 (19,7) 17 (11,1) 9 (5,8)
PR 90 (59,2) 99 (64,7) 75 (48,7)
Ztafepn vooog (SD) 24 (15,8) 31 (20,3) 63 (40,9)
Aev exktiunnke n aviorokpion (AE) 8 (5,3) 4 (2,6) 7(4,5)
Awapkery avramokpions (CR+PR)
a&rohoynuévn) amd Tov EPELVNTI —
(mijveq)
Adpeon Tun® (95% ClI) 26,5 (19,4, 35,8) | 12,4 (11,2,13,9) | 12,0 (9,4, 14,5)

CI = didotua epmiotoodvng, CR = adnpng avramdkpion, HR = Aoyog emkivduvomtag, M = pekoaravn, AE = dev ektyurinke, OS =
GLVOALKN emPiwon, p = eikovikd eappaxo, P = mpedvilovn,

PD = g&éMén g vooov, PR = pepikn avtamndkpion, R = Aevatidopidn, SD = ctabepr vooog, VGPR = moAd koAn pepikn| avtomodkpion.
“ H dapeon nyn PaciCetor oy Kaplan-Meier exrtipnon.

"H PFS2 (éva diepguvnticd katoAnktikd onpeio) opiotnke yia 6Aovg tovg acbeveic (ITT) wg o xpdvog amd Tnv Tuyaomoinon péypt tmv
évapén g Oepomeiog kotd Tov poedodpatog (AMT) 3" ypappnic 1 To dvato yia dAovg Tovg TVoTOmHEVOLS 0cbeveic

Yrootnpixtixés uelérec veodiayvaadévrog moAlomAod pvelwuotog

TpoypotomotOnKe Lo avotyTr], TUYXOLOTOINUEVT], TOAVKEVTPIKY peAétn @dong 3 (ECOG E4A03) o¢
445 acBeveic e veodloyvmoBEy ToAAaTAd puéhmpa. 222 acbeveig Tuyatomom Koy 6to 6KEAOG
Aevoldouiong/de&apedaldvng yauning 66ong kot 223 toyaionomdnkay 6to okéA0g Aevaidopiong/
deapebaldovng cuvnboug 66omg. Ot acbeveig mov Tuyoomo KAy 6To GKELOG Agvalidopuiong/
deapebalovng cuvnboug d6ong Eafov AevaAildopidn 25 mgmuépa, tic nuépeg 1 émg 21 ke 28
nuépeg ovv defapebalovn 40 mg/Mmuépa katd Tig Nuépes 1 €mwg 4, 9 €wg 12 ko 17 g 20 kdbe 28
NUEPES Y10 TOVG TTPAOTOVS TEGGEPLS KUKAOLS. Ot acbeveic Tov TuyaloTOMONKAY 6TO GKENOG
Aevoidopiong/de&apedaldvng yapnAng 06ong Elafav Aevaiidouion 25 mg/mpépa, tig nuépeg 1 €wg
21 kéBe 28 nuépeg ovv de&opedalovn youning 66ong — 40 mg/Mmuépa katd Tig nuépes 1, 8, 15 ko 22
KkéOe 28 nuépeg. Xnv opdda Aevardopione/oesapedalovng youning soong, 20 acBeveic (9,1%) eiyav
TOVAGLGTOV 10, O10KO0TH TNG dOONG 6€ GUYKplom pe 65 acbeveig (29,3%) 610 oKkéhog AevaAldopione/
de€apebalovng cuvnboug 66omg.
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Y& i post-hoc avdAivon, mapoatnphnke youniotepn Ovnoiudmta 610 6KEA0G
Aevoidopiong/de&apedaldvng yapning 66ong 6,8% (15/220) oe cOYKPIoT LE TO GKEAOG
Aevoidopiong/deEapedaldvne cuvnboug d6ong 19,3% (43/223), otov TAnbuopod tov aclevov pe
veodlyvmoBéy moAAamAd puéhmpia, pe d1dpeon Tapoakoiovdnon 72,3 efoopdowy.

Qo16060, Yo peyardtepn mepiodo TapakoAovONoNg, 1 S1POPdE 6T GUVOAKT ETPi®ON VITEP TNG
AevaAdopionc/deapnefalovng xapnAng 60onc Telvel vol LELOVETOL.

TolhamAo pvéiawpa pe ovidyiarov uio mponyoduevy Bepomeio

H oanoteleopatikdTnTo Kol AGQAAELD TNS AEVOALOOUIONG 0EI0OA0YONKAY GE dVO TOAVKEVIPIKEC,
TUYOLOTOMUEVES, SIMAEG-TUPAEG, EAEYYOLEVEG IUE EIKOVIKO QAPUAKO, ELEYYOUEVES UE TAPUAANAT
opdda perétec eaong 3 (MM-009 kor MM-010) g Oepanciog pue Aevaidouion kot de&apedalovn
évavti g povobepamneiog pe deEapebalovn, oe acbeveig e ToAATAO pLEA®LO TTOV ElYOV
TpoNyoLUEVARC VTTOPANOel og Oepaneia. Ao tovg 353 acbeveig otig peréteg MM-009 ko MM-010
6TOVG 0Toiovg yopnynonke Aevolidopion/dseapuedalovn, to 45,6% nfrav nikiog 65 etdv Kot dve. And
tovg 704 acBevelg mov a&oroynOnkav otig peréteg MM-009 koar MM-010, to 44,6% Mtov nikiog 65
ETOV Kot Gvo.

Kot otic dvo peréteg, ot acbeveig otnv opdoa Aevordopiong/de&apefalovng («Aev/6eby) Ehafov

25 mg AevoAldopiong amd Tov oTOUATOC Lio popd TV NUEPQ KaTd Tig NuéEpes 1 €wg 21, kot éva
aVTIOTOYO KAWAKIO EIKOVIKOV QUPLAKOL Lia popd TV NUEP KaTd TG NUEPES 22 £m¢ 28 kdbe KOKAOL
28 nuepav. Ot acBeveig oty opdda gicovikod eoppakov/deapnedalovng («placebo/deé») érapav

1 koydkio gikovikol gapudkov katd Tic nuepss 1 £mg 28 kdbe kvuxiov 28 nuepmv. Ot acbeveis ko
oTIG OVo oudideg Bepamneiag Elapav 40 mg deEapebalovng amd Tov GTONATOG Uio POopa TNV NUEP KATH
TigNuépes 1 €mg 4, 9 émg 12 kot 17 €mg 20 kabe KOKAOL 28 NUEPOV Y10 TOVG TPOTOVG 4 KOKAOVG
Oepaneioc. H 060om g de&apebaldovng peimdnke ota 40 mg amd tov oTONaTOg o popd TNV NuUépa
KaTd TIg NEPES 1 €mg 4 kdBe KOKAOL 28 NUEPDOV LETA TOVE TPMOTOLG 4 KOKAOVG Bepaneing. Kat otig
d00 peléteg, n Bepaneio TpoypoppaTioTnKe Vo cuveytotel péypt e£EMENG ¢ vooov. Kat atic 600
UEAETEC, TPOGAPUOYEG TNG SOOTG NTAV EMTPENTES, PACEL TOV KAVIKDV KOl EPYOSTIPIOKDV
gupnUaTOV.

To TPOTEVOV KATAANKTIKO GNUEID GYETIKG, LLE TNV OTOTEAEGLOTIKOTNTO TAV KoL GTIG 000 UEAETEC O
xPOVOG péypL TV e€€MEN (time to progression, TTP) g vocov. Zuvohikd, 353 acbeveig
a&oroynOnkav ot pekétn MM-009, 177 oty opdda «Aev/deby kot 176 otnv opdda «placebo/deéy.
Yvvolika, 351 acOeveic a&loroynOnkov otn pekétn MM-010, 176 oty opdda «Aev/oeé» kat 175
otV opdda «placebo/deéy.

Kot ot1g dvo peréteg, ta ONPoypaeikd Kot To GYeTILOUEVA LE TN VOGO YOPAKTNPLIOTIKA KOTH TNV
évapén Ntav cvykpictua HETOEL TV ouddmy «Aev/6eb» kat «placebo/de». Kat o1 600 tAnbucpol
acBevav giyav didpeon nhikia 63 eTmv, pe cuykpioyn avaloyic HETAED ovOpOV Kot yovaikdv. H
katdotoon anodoong katd ECOG (Eastern Cooperative Oncology Group) ftov ovykpiowun peta&o
TV 000 OUAd®YV, OTMG KOl 0 0PIOIOC Kol O TOTTOG TV TPOYEVEGTEPWOV DEPUTEIDV.

Ex tov mpotépav TpoypaLOTIGUEVES EVOLAUESES AVAADGELS Kot TV 000 HEAETMV KaTédel&av OTL N
«\ev/deéy Ntav otoTIoTikd onpoavtikd avatepn (p<0,00001) ard ™ de&apebalovn pdévo, avagoptkd
LLE TO TTPAOTELOV KOTUANKTIKO oMpeio oyeTIkd e TNV anotedespotikotnta, TTP (Sudpeon dibpkeia
napakorlovOnong 98,0 efdouddec). Ta T0c00TE TAPOVS AVTATOKPLIONG KOl GUVOAIKNG OVTATOKPIONS
07O OKEAOG «AEV/OEE TV ETioG ONUAVTIKE LYNAGTEPA ad OTL 6TO0 oKEAOC «placebo/dey kat oTig
Vo peréteg. To amoTEAEGUATO AVTOV TOV AVOADGEDY 0ONYNCAV KOTE GUVETELN GE OTOKAALYT) TOV
BepamenTIKOY GKEAOVG KOl TV S0 PEAETMV, £TG1 MOTE 01 acbeveig TG opdadog «placebo/deé» va
uropécovv va AdPovv Bepameia pe 10 cUVOLAGUO «AEV/DEEY.

Ae&nyon pia aviluon amoTELECUATIKOTITOG, TOPATETAUEVIC TOPAKOAOVONGNG, LE didpeon
napakorlovOnon 130,7 efdopddwv. O [Mivakag 11 cuvoyilel To amoTeEAEGLOTA TOV AVOADCEDV

TOPOKOAOVONGNG TNC OMOTEAECUATIKOTNTOG — KOWEG perétec MM-009 kot MM-010.
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2€ aQUTNV TNV KOV AVAALGT TOPUTETANEVNS TOpaKoAoVON oG, TO dtdueco TTP ftav 60,1 efdopdoeg
(95% CI: 44,3, 73,1) otovg acheveic mov édapav Oepameia pe «Aev/de» (N = 353) évavt

20,1 eBdopddwv (95% CI: 17,7, 20,3) otovg acbeveic mov éAaPav Oepaneia pe «placebo/deé»

(N =351). H dudpeon emPioon yopic e£EEMEN ¢ voosov (progression free survival) fitav

48,1 gBdopddeg (95% CT: 36,4, 62,1) otovg acbeveic mov Elafov Oepamncio pe «rAev/dely» évavtt

20,0 eBdopddwv (95% CI: 16,1, 20,1) otovg acbeveic mov éAaPav Bepaneio pe «placebo/deé». H
dwdpeon ddpkela g Bepaneiog rav 44,0 efdopddeg (eldyioto: 0,1, péyioto: 254,9) yia «hev/oeb»
Ko 23,1 efdopddeg (eddyioto: 0,3, péyroto: 238,1) yia «placebo/deé». To TOG00TA TAPOVG
avtamokpiong (complete response, CR), uepikrg aviomokpiong (partial response, PR) kot 6uvoliknig
avtorokpiong (CR+PR) 610 okélog «hev/6ed» mapapévouv onpavtikd vYnAoTePa amd OTL 6TO OKEAOG
«placebo/del» kat otic 600 peAétec. H didpeon ouvolikn exifimon otny avAAVoT) TOPATETAUEVIC
mapaKorlovOnong Tv kowmv peret@v elvar 164,3 gfdopndadeg (95% CI: 145,1, 192,6) otovg acbeveig
7ov EhaPav Oepameio pe «rev/deé» évavtt 136,4 efdopddec (95% CI: 113,1, 161,7) otovg acbeveig
nov EhaPav Bepaneia pe «placebo/deéy. [apd to yeyovog 6ti 170 arnd toug 351 acbeveic mov
ToyatonomOnkav og «placebo/dey Elafov Aevaiidopion petd tnv eEEMEN g VOGOV 1 LETH TV
OTOKAAVYT] TOV OEPATELTIKOD OKELOVS TOV PHEAETAOV, 1] KOV 0VAALGT TNG GUVOAIKTG EXPimong
KaTEOEIEE EVOL OTOTIOTIKG ONUOVTIKO TAEOVEKTN O ETPIMONG Y10 T «AeV/OeE) GE GYEOT LUE TO
«placebo/de&» (HR = 0,833, 95% CI = [0,687, 1,009], p = 0,045).

Hivakoeg 11. Zovoyn TOV 0TOTELECRATOV TOV OVOAVCEMV UTOTELECPLATIKOTNTOG OO TNV
NUEPOUNVIN ATOKOTIG Y10 TAPATETUREVY] TOPOKOLOVON O — KowvEG perétec MM-009 ko
MM-010 (quepopnvieg amokonig 23 Ioviiov 2008 kon 2 MapTtiov 2008, avricTorya)

Katainktiko enpsio Aev/Sek, placebo/ég&
(N = 353) (N =351)
Xpovog péypr 1o copfav HR [95% CI], yuy p *
Xpovog péypt v e€EMEN 60,1 [44,3, 20,1 [17,7, 0,350 [0,287, 0,426], p < 0,001
Atdpeon tiun [95% Cl], 73,1] 20,3]
eBOopAdES
EmiBioon yopig e£EMEN TG vOcOL 48,1 20,0 0,393 [0,326, 0,473],
Awapeon Ty [95% ClI], [36,4, 62,1] [16,1, 20,1] p < 0,001
efdoudodeg
Yvvolkn emPioon 164,3 136,4 [113,1, 0,833 [0,687, 1,009],
Awapeon Ty [95% ClI], [145,1, 161,7] p = 0,045
efdouddeg 192,6]
[Mocoo16 cuvolikng emPinong 82% 75%
1 £t0vg
IHocoo16 avramékpiong Adby0g 09érovg [95% CI,
Ty p’
Yvvolikn avtamokpion [n, %] 212 (60,1) 75 (21,4) 5,53 [3,97, 7,71], p < 0,001
[Anpng avtamdkpion [n, %] 58 (16,4) 11 (3,1) 6,08 [3,13, 11,80], p < 0,001

a:  Two-tailed log rank test yio c0ykpion kapmvAodv enBioong petaé&d opddmv depomeiog.

B:  Two-tailed continuity-corrected chi-square test.

Muvelodvorlaotird ocdvopouo.

H oanoteleopatikdtnTo Kot as@AAELD TS AeVOALOOpIONG a&toAoynOnKay o€ acBeveig e avorpio Tov
amortel peTayyioelg AOY® HVEAOSVOTAUGTIKMY GUVIPOUMY XOUNA0D 1| pecaiov-1 kivddvov mwov
oyetifovTatl e TNV KVTTAPOYEVETIKY|] OVOUUAIN OTDOAELNG TOL LAKPOD GKEAOVG TOL YPOUOCHUATOS 5
pe N yopic GAAEC KUTTOPOYEVETIKEG OVOLOAIES, G dV0 KVUPLEC LEAETES: Wi PAOTG 3, TOAVKEVTIPIKY,
TUYOLOTTOMNUEVT], OTAL TUPAN, EAEYXOLEVN LE EIKOVIKO PAPLOKO, 3 OKEADV LEAETN dVO OOGEWV
Aevodopiong xopnyobuevng and tov otopatog (10 mg kot 5 mg) Evavtt gikovikod eapudkov (MDS-
004) Kot e paong 2, TOAVKEVTPIKY, LOVOD OKELOVG, avolyth pnedétn Aevaidopiong (10 mg) (MDS-

003).

Ta amotehéopato TOL ELPAVILOVTOL TAPUKATO OVTITPOSMTEVOVY TOV TANBVoUS pe TpoBeon Yo
Oepamneio mov pehetnOnke otig perétec MDS-003 kot MDS-004, evd To 0moTeAEGLATO GTOV
VTOTANOVGUO LE LEHOVAOUEVT] ATMAELL TOL LOKPOD GKEAOLS TOL Ypmpocouatog S (Del 5q)

mapovcidloviot eniong xwploTd.




> peiétn MDS-004, oty omoia 205 acBeveic TuyatomomOnkoay e&icov yia vo AdBovv Aevaiidouion
tov 10 mg, Tov 5 mg 1 ElKOVIKO PAPUAKO, ] TPOTOPYIKT OVIAVCT| UTOTEAECUATIKOTNTOG OTOTEAEITO
omd e cOYKPLOT| TV TOGOGTAOV AVIATOKPIONG MG TPOG TNV aveEapTnoia amd LETAYYIGES TOV
okeA@Vv TV 10 mg kat 5 mg AevaAldopiong Evavit Tov GKEAOVG TOV EIKOVIKOD QOPUAKOL (O1TAL
TVQAN @don 16 Emg 52 efdopddeg Kot avoryt g Kot cuVvolkd 156 efdopddeg). Acbeveig mov dev
EUPAVICOV EVOEIEEIG TOVAGYIOTOV LG EAAGGOVOG EPVOPOTOTIKNG OVTATOKPIONG LETA Ao 16
gBdopadeg Ba Empene va drakoyovy T Bepameio. Acbeveilg Tov epedvicay evoeiEelc TOVAAYLOTOV LIOG
€LAGG0OVOG epLBPOTOMTIKTG AVTOTOKPLIOTG LTOPOVCAY VA cuVEYicovV TN Bepameio péypt v
VTOTPOTN TNG EPLOPOTOMNTIKNG AVTOTOKPIONG, TNV EEEMEN TG VOGOV 1 TNV EUPAVIOT] [UT] OTOOEKTNG
to&ikotntag. AcBevels, ol omoiot ELafov apyikd elKoviKO APUAKO 1 5 mg AevoAOOuIdNG Kot dgv
EMETEVYON TOLAAYIGTOV L0 EAGOCOVH EPLOPOTOMTIKY AVTOTOKPLoT LeTd and 16 gfdopdoeg
Oepameiog, Tovg EMETPATN VO, LETATAYOOVY OO EIKOVIKO PAPIOKO GE 5 mg Aevaldouidong i va
ouvveyicovv t Oepameia pe Aevaidopion og vymiotepn d6on (5 mg émg 10 mg).

¥ peiétn MDS-003, oty omoia 148 acBeveic Edafoav AevaAiidouidn oe doom tv 10 mg, 1 kopla
avAALOT ATOTEAEGLOTIKOTNTOG ATOTEAEITO Ol pict 0ELOAGYNOT) TG OMOTEAEGUOTIKOTITAG TMV
Oepamel®v e Aevoldopidn oty emitevén apatomointikng Pedtimong oe ATopa e
HLELOSVOTAAGTIKA GUVOPOLL XoUNA0D 1 pesaiov-1 Kvdhvov.

Mivakag 12. Xdvoyn TV aroterecpdtov T amoteheopotTikoOTnToS — peréteg MDS-004 (Surhda
TV 9aon) ko MDS-003, tinBvopdég pe npdbeon yio Ogpancia

Katoinktuko onpeio MDS-004 MDS-003
N =205 N =148
10 mg' 5mg'" Ewoviké 10 mg
N =69 N =69 QappoKo* N =148
N =67
AveEapnoio and petayyicelg 38 (55,1%) 24 (34,8%) 4 (6,0%) 86 (58,1%)
(> 182 nuépeg)®
AveEoptnoia omd petayyicelg 42 (60,9%) 33 (47,8%) 5 (7,5%) 97 (65,5%)
(> 56 nuépeg) *
Awdpecog Xpdvog £mg tnv 4,6 41 0,3 4,1
AveEaptnoio and Metayyicelg
(efdouadec)
Algpeon Abprela g AE” AE AE 114,4
AveEapoiog amd Metayyioeig
(eBdopddec)
Aldpeon Avénon g Heb, 6,4 53 2,6 5,6
g/dL

TAtopa mov vroPAnnkav og Bepancio pe 10 mg Aevaiidopiong yuo 21 nuépeg oe KdKAovg 28 nuepmv
1 Atopa mov vroPAnnkay og Bepomeio pe 5 mg Aevaldopiong yo 28 nuépeg og kKHkAovg 28 nuepdv
* H mheoynoia tov achevav mov Elafov Oepameio pe eikovikd eappoako dtékoyav ) Stmhé Toeln Bepameio Aoym EXkenyng
ATOTELEGUOTIKOTNTOG HETA 0O 16 eBSopddeg Bepameiog Tpv amd v £i60d0 6TV avolyt edon
FEyetiCetan pe o ovénon g Hegb g tdéng tov > 1 g/dL
o Agv emetedyOn (OnA. dev emetedydn 1 didpueon)

2mv MDS-004, éva onpavtikd HeyoADTEPO TOGOGTO TV ACHEVAOV e LDEAOOVOTAACTIKE GUVOPOLLAL
wrd Bgpameio pe 10 mg Aevalidopidng m€tvye To TPOTEVOV KATOANKTIKO orpeio g aveEoptnoiog
amo petayyioelg (> 182 nuépeg) oe ohykpion pe 1o ekovikd eappako (55,1% évavtt 6,0%). Meta&hd
TV 47 acbevdv pe LELOVOUEVT] KUTTOPOYEVETIKT AVOUOALN ATMOAELNS TOV LOKPOD GKEAOVG TOV
ypopooopotog S (Del 5q) kot ot onoiot EdaPav Oepameio pe 10 mg Aevaldopiong, emetedydn
aveEaptnoio and petayyicelg epuBpmdv apoceapiov oe 27 acbeveig (57,4%).

O dudpecog ypodvog PExpL TV aveEaptnoia amd petayyicelg 6to okéAoc towv 10 mg AevaAildopiong
nrav 4,6 efoopddes. H didpeon didpkeia g aveapnoiog and petayyicelg dev enetehydn oe
0mo100MTTOTE Ao Tl 6KEAT Oepameiag, oA Oo Tpémel vo vepPaivel Ta, 2 £T Yo TO, ATOLO TTOV
éhafav Bepomeio pe Aevarrdopidn. H didueon avénon g apoceapivng (Hgb) and v apyuc tiun
010 okéAog Twv 10 mg ftav 6,4 g/dL.
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Y10 tpdobeto TEMKE onueio TG LEAETNG CUUTEPIAAUPAVOVTOL 1] KVTTAPOYEVETIKN OVTOTOKPIOT) (GTO
okéhoc Tov 10 mg peiloveg kot ELACCOVES KUTTAPOYEVETIKES OVTOTOKPIGELG TOPATNPTONKAV GTO
30,0% xat 24,0% tov atdpmv, avtictoryw), 1 astoAdynon g Zyetilopevns pe v Yyeia [owdtmra
Zonc (Health Related Quality of Life, HRQoL) kot 1 e€éMéEn o€ ofeia pveroyevn Aevyorpio. To
AMOTEAEGLOLTOL TG KLTTOPOYEVETIKNG avTamdkpiong kat tng HRQOL svugmvovsav pe to svpiuata
TOV TPMTEVOVTOC TEAKOV OTILEIOVL KOl jTaY LIEP TG Bepameiag e Aevaildouidn o€ chykpion LE TO
EIKOVIKO PAPLLOKO.

Ymv MDS-003, éva peydAo Tocootd TV acbevav e puehoduoThactikd cOvopope Vo Bepomeia e
10 mg Aevolidopiong (58,1%) métvye v aveEaptnoio and petayyioelg (> 182 nuépeqg). O ddpecog
xPOVOG péYpL TV aveEaptnoia and petayyiceig nrav 4,1 efdouddeg. H didpeon dibpketa g
avegaptnoiog and petayyiceic nrov 114,4 efdopddes. H diapeon avénon g apooparpivig (Hgb)
ntav 5,6 g/dL. Meiloveg Kot EAMAGGOVES KUTTAPOYEVETIKEG avTamoKpioelg mapatnpndnkay oto 40,9%
xat 30,7% tov atopmv, avtictotya.

‘Eva peydlo 10606To 0top®v mov cvppeteiyav oty MDS-003 (72,9%) kot tyy MDS-004 (52,7%)
glyav AaPet Tponyovuevn Bepomeia e Topdyovteg d1€yepong epvbpomoinong.

Aéupwuo omd KdTTopo. 100 Havovo,

H amoteleopatikotnto Kot 1 ac@aieio TG Aevaidopiong a&toroyndnkayv ce acbeveig pe Aéppouo
oo KOTTOPO TOV LOVOVO GE L0 PAOTG 2, TOAVKEVTPIKT], TUYOLOTOUUEVT, AVOLYTH LEAETT] EVAVTL P0G
povoBepaneiog emAloyng Tov gpevvnti o€ acbeveic o1 omoiotl NTov avlekTikoi 6To TEAELTAIO YN
TOVG N elyav votpomidoset pia £og Tpelg popés (uerétn MCL-002).

EvtayOnkav acOeveic nhikiog TovAdyiotov 18 €TV e 1IGTOAOYIKA OTOSESELYUEVO AEUPDLLO, OO
KOTTOPA TOL Pavova Kot voso petpnoiun pe CT. Ot acbeveig éxpeme va £xovv AdPetl emapkn
ponyoLUEVT Bepameia [Le TOVALYIOTOV VA TPONYOVLEVO YMNUEIOBEPUTEVTIKO GYNILA GLVIVACLOV.
Eniong, ot acBeveic Oa Empene vo ftav akatdAAniot yio evtatiky ynuetodepameio ko
petapdoyevo katd tny éviaén otn pelém. Ot acBeveig Tuyatomombnkay 2:1 610 okélog
AevoAdopiong i to okélog eEréyyov. H Bepamneia emdoyng tov gpguvnti emAEyOnKe Tpv amd TNV
TLYOLOTTOINGN Ko OoTEAOVVTAY Ao povobepamneia gite e yYAopoppouvkiin, kutapafivn,

prrov&uaunn, eAovdapafivn 1 yepottofivn.

H Aevaiidopion yopnyndnke omd 1ov oTOUATOGC 6€ doGoAoYia 25 mg pic popd TV NUEPA Yol TIG
npateg 21 nuépeg (H1 éoc H21) emavarapfoavopevov khkimv 28 nuepdv péypt v e£EMEN N un
amodekt To&ikotnTa. Ot acbeveig e PETplo vEPPIKT OVETAPKELD ETPETE VO AOUPAVOLY LIKPOTEPT
d0o1 évapéng g Aevaidopiong 10 mg v nuépa oto id1o oynua.

Ta nuoypagikd dedopéva katd v Evapén nrav cuykpicipa peta&d Tov oKEAOLG AEVOAOOUIONG Kot
oV okéAOVG EAEYYOL. AppodTtepot o1 TAnBucpol acBevav glyav didpeon nikia 68,5 £t pe cvykpioun
avaroyio avopadv Tpog yovaikes. H katdotaon anddoong ECOG ftav cuykpioyun HETOED apeoTEP®V
TV opddwV, To 1610 Kot 0 apBpdc Tponyobevmv Bepamelmy.

To mpTEVOV KATAANKTIKO onueio amoteAecpatikdtntog ot peiétn MCL-002 nrav n emPioon yopig
eEEMEN ¢ vooov (PES).

Ta amoteréopata TG amoteheopatikdTnTag Yo Tov IAnfooud pe npdbeon yio Bepameio (ITT)
a&loroyndnkav amd v AveEapnn Enitpony A&oAdynong (Independent Review Committee, IRC)
KOl TOPOVGIALOVTAL GTOV TOPAKATO TiVaKa.

Mivakag 13. Hepiinyn Tov anotereopatmv TG amotelespaTikoTnTog — perétn MCL-002,
nAn0vopdg pe np6Oeon ywa Oepameio (ITT)

Ykérog Aevaldopniong Ykéhog ELEYY OV
N =170 N =84
PFS
PFS, S1apeon Tipi® [95% CI1P (epdopadec) 37,6 [24,0, 52,6] 22,7 [15,9, 30,1]
AxolovOroxiog HR [95% CI]° 0,61 [0,44, 0,84]

60




Axolovbiaxog éleyyog log-rank, tiun p° 0,004

Avtaméxpion®, n (%)

[IAnpng avtandkpion (CR) 8 (4,7) 0(0,0)

Mepu avtomokpion (PR) 60 (35,3) 9(10,7)

Ttabepn vocog (SD)? 50 (29,4) 44 (52,4)

E&EMEN T vooov (PD) 34 (20,0) 26 (31,0)

Agv gmetevybn/Elmig 18 (10,6) 5 (6,0)

ORR (CR, CRu, PR), n (%) [95% CI]" 68 (40,0) [32,58, 47,78] | 9 (10,7)°[5,02, 19,37]
T p° < 0,001

CRR (CR, CRu), n (%) [95% CI]" 8 (4,7)[2,05,9,06] | 0(0,0) [95,70, 100,00]
p- tiun’ 0,043

AlapKeWy avTamoKpLeng, diapeon Tipui* [95% 69,6 [41,1, 86,7] 45,1 [36,3, 80,9]

CI] (eBdouddeg)

Yvvolkn empioon

HR [95% CI]" 0,89 [0,62, 1,28]

‘Eleyyoc log-rank, Tyun p 0,520

CI = didotnpa gpmiotocivng, CRR = moc0otd TApovg avtandkpiong, CR = mAnpng avrandkpion, CRu = aifpng avtomodkpion pun
emPeparwpévn, DMC = Emtponn [Topaxorovdnong Aedopévov, ITT = npdeon yia Bepaneia, HR = Aoyog emkivovvotntag,

KM = Kaplan-Meier, MIPI = Aebviig IIpoyvootikdg Asiktng yr Aéppopa and kbttapa Tov pavdva, AE = dev epapuoletar, ORR =
GLVOAKO T0G0GTO avtamdkpiong, PD = e&éMén g vooov, PFS = emBimon yopic e£EMEN g vocov, PR = pepukn avtamdkpion, SCT =
HETOHOGYEVON apyEyovav KuTtdpwv, SD: otabepn vocog, SE = tumikd opdipa.

¢ H dupeon tipn Pocileton otnv Kaplan-Meier ektipnon.

P To ebpog voroyiotnke wg 95% CIs yia 0 Sidpeco xpdvo smPinong.

Y H péon kot Stapeon Ty eivon 1 LOVOLETABANTY GTATIGTIKT X©OPIG TPOGAPIOYN Yot AOYOKPLGIO.

¥ O petoPintég otpopatonoinong mepierdpuBavay Tov xpdvo amd T Siéyvoon péypt v mpdt d6om (< 3 £t ko1 > 3 £m), ToV Ypovo omd
™V TEAELTAI0 TPONYOVLEVT) GLOTNLATIKY Oepancio KOTd TOV AEUPOUOTOG PEYPL TV TTPMTN 00N (< 6 UNVES KoL > 6 UVEG), TPONYOLLEVN
SCT (var 1 6yt) kot MIPI katd v évapén (xopumiov, pecaiov kot vyniov Kvdbivov).

¢ O axorovduakog Eleyyog Paciotnke o évav otobpiopévo péco Opo g otaTioTikng Tov eléyyov log-rank pe t xpion un
OTPOUATOTOMUEVOL EAEYYOV log-rank yia v avEnom Tov peyéboug deiypatog Kot U oTp@UAToTompévoL eréyyov log-rank g
TpoTOYEVOLS avaivong. Ot otabuicelg facifovtar og cupfdva mov Tapatnpridnkoy katd m de€ayoyn g tpitg cuvavinong mg DMC
kot Baciotnkay ot d10popd HETAED TV TUPATNPOVUEVOV KOL TMV AVOUEVOUEV®OV GUUPBAVIMV TN GTLYHT TG TPWTOYEVODG OVAAVGNG.
Tlapovoidlovrar o oyeTilopevog axorovbiakog HR kot to avtictoyo 95% CI.

2 perétn MCL-002 otov mAnBuoud ITT, vapée cuvolikd pio epeavig avénon otovg BavaTovg
evt0g 20 efdopadmv 610 okélog g Asvaiidopidng 22/170 (13%) évavtt 6/84 (7%) oto 6KEAOG
eréyyov. X acbeveic Le vyYNAO Poptio Oykov, Ta avtictorya neyén Nrav 16/81 (20%) ko 2/28 (7%)
(PA. mopdypago 4.4).

Oldec Aupwua

AUGMENT - CC-5013-NHL-007

H amoteleopatikotnta Kot 1 as@AAELD, TS AEVOASOUIONG G GLUVOVAGUO UE PLITOVEIUAUTT EVAVTL TNG
PLToVEIUAUTNG GVV EKOVIKO Qapuako agloloyndnkay ce acleveic pe vrotpomidlov/aviektikd iNHL,
ocouneptropfavouévov OA, o€ pio TOAVKEVIPIKT, TUXOOTOINUEVT], SUTAG TOPAY, EAEYXOUEVT] HEAETN
@dong 3 (CC-5013-NHL-007 [AUGMENT]).

Yvvolkd 358 acBeveic nikiog Tovddyiotov 18 e1dv e 1otodoyikd emPefarmpévo AOZ 1 pe OA
BaBpuoot 1, 2 1 30 (CD20+ Bdoet e&€taong KuTTapoUeTpiag pong 1| I0TOYNUIKNG eEETAONG), OTTMC
a&roroynOnkav omd Tov peuvnTi 1N TOTIKO TABOA0YONVATONO, TUYAloTOMONKaY o€ avaioyia 1:1. Ta
dropa giyav Aapet Oepaneion 010 TaPeABOV Le TOLAGYIGTOV Uio TPOTYODUEVT] GUGTUOTIKN
mueodepaneia, avocobepaneio 1 cuvovacud ynueBepameiag Kot avocobepameiog.

H Aevaiidopidn yopnynonke omd tov 6topaTog 68 20 mg pic Gopd TNV NUEPT Y10 TIG TPAOTES

21 npépeg emavorapfoavouevev KikAmv 28 nuepdv yio 12 KOKAOVG 1 HEXPL TNV EUEAVICT) 1N
amodekThg Toucottac. H 86om e prrovépdpmme fitav 375 mg/m? kdde efdopddo otov korho 1
(Muépec 1, 8, 15 ko 22) kot v nuépa 1 kabe kdhov 28 nuepdv amd Tov KOKAO 2 £®¢ TOV KOKAO 5.
Oh\ot ot vtoroyiopoi docoroyiag ya T prrovéudunn Pasiotnkay oty empdveio cdpatoc (BSA)
oV aoBEVOVC, LE YPNON TOL TPAYLATIKOV BAPOVE TOV acBevolc.

Ta NUOYpaPIKE GTOtKEID KOl TO OXETILOUEVO LE TN VOGO YOPOKTNPLIOTIKA TMV 060EVOY KoTd TNV
évapén Nrav Tapdpotla petasd Tov 2 opddwv Bepomeiog.
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O Tp®TELOV GTOYOG TNG LEAETNG NTAV VO CLYKPLOEL 1 OTOTEAECUATIKOTNTA TNG AEVAAOOUIONG o€
GLVOLOCUO UE PITOVEIUAUTT [LE TNV ATOTEAEGUOTIKOTITA, TG PLTOVEUAUTNG GUV EIKOVIKO QAPUOKO GE
aropa pe vrotpomidov/aviektikd OA Babuov 1, 2 7 3o AOZ. O mtpocsdlopiopog e
amoterecpatikotnTog foacsiotnke omnv PFS ¢ 10 tpmtevov katainktikd onpueio, 6nwe a&toloyndnke
oand v IRC pe ypnon tov kprrmpiov tov 2007 g Atebvoig Opadag Epyaciog (IWG) aAld ympic
topoypapio ekropmng mtolitpoviov (PET).

O1 devtepevovTeg 0TOYOL TNG LEAETNG NTaY V. GLYKPLOEL 1 do@Aielo TNG AEVAAOOUIONG 6 GUVIVAGLLO
He PLTovEAUmn He TNV Ac@AAELD TNG PLTOVEIUAUTNG GLV EIKOVIKO pappoKo. AAAOL OeVTEPEVOVTEC
GTOYOL NTOV VO GUYKPLIEL 1] ATOTEAEGHOTIKOTNTA TG PLTOVEUAUTNG GUV AEVOAMSOUIdN pe TNV
OTTOTEAECUATIKOTNTO TNG PLTOVEUAUTNG GLV EKOVIKO OapLoko, Le Baon Tig akdlovdeg dAleg

TOPAUETPOVS OTTOTEAEGHOTIKOTNTAG:

Yuvolikd T0c06to avtarokpiong (ORR), mocootd CR kot didpketa avtamoxpiong (DoR) katd IWG

2007 yopig PET ko OS.

AmoteAéopota amd Tov GuVOAKO TANOLGHO, cuumepthapPavouévov TAnducuod pe OA koat AOZ,
£0e1&av Ot og didipeon mapakoiovdnon 28,3°unvav, 1 LEAETN EKTANPOVE TO TPOTEHOV KATOANKTIKO
onueto g PFS pe Adyo emcivovvomntog (HR) (Stdompa epmictocvvng [Cl]) 95% 0,45 (0,33, 0,61)
Tun p < 0,0001. Ta armoteAéouato TG OMOTEAEGHOTIKOTNTAG AtO TOV TANBVoUO e olmdOeg AEUQMLLOL

napovctalovtar Tov wivako 14.

Hivakag 14: Iepiinyn TOV 0£00UEVEOVY OTOTELECRATIKOTNTAS Y10 TO 0L00ES AEp@opa — MeréTn

CC-5013-NHL-007

OA
(N =295)
Agvaiidopion kot prrovEpdaunn Ewovikd pdppaxo Kot
(N =147) prrovEdpmn
(N =148)
Empioon yopig e£éMEN g vosov (PES) (kavéveg amokomig dsdopévov katd EMA)
Atdipeon PFS* (95% CI) (unvec) 39,4 13,8
(25,1, AE) (11,2, 16,0)
HR [95% CI] 0,40 (0,29, 0,55)"
Twn p < 0,00017
AvTikElpevik 118 (80,3) 82 (55,4)
avtarékpion® (CR +PR), n (%0) (72,9, 86,4) (47,0, 63,6)
(IRC, kputhp1o. ovTamdKPLong
IWG 2007)
95% CI°*
Mqpng 51 (34,7) 29 (19,6)
avtamékpien?®, n (%) (27,0, 43,0) (13,5, 26,9)
(IRC, kpumplo avtamdKpiong
IWG 2007)
95% CI°*
Alapkera 36,6 15,5
avtamdkpionc® (Sidpeon) (ujves) (24,9, AE) (11,2, 25,0)
95% CI ©
Tuvohkn empioon® ¢ (OS)
[Mocooto OS o102 £ 139 (94,8) 127 (85,8)
% (89,5, 97,5) (78,5,90,7)
HR [95% CI] 0,45 (0,22, 0,92)8

MopakorovOnon
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OA
(N =295)
Agvaiidopion kot prrovEpudpunn Ewovikd pdppaxo kot
(N =147) prrovEdpmn

(N =148)
Atdipeon diapketo 29,2 27,9
napakorlovdnong (min, max) (0,5, 50,9) (0,6, 50,9)
(1veg)

“ Aidpeon extipnon and avdivon Kaplan-Meier.

PO Aoy0g emktvduvoTTaG KOt TO SIGGTHUA EUMGTOGHVIG TOV EKTIUAOMKAY OO U GTPOUATOTOUEVO HOVTELO OVOAOYIKGOY KvOHVOV TOV
Cox.

Y Ty p and heyyo log-rank.

3Ta Sevtepedova Kot SlepeuvnTIKG KaTaAnKTikd onueio Sev eivar eheyyOueva Kot o.

¢ Me Siéueon mapakorovdnon 28,6 unvav, vafpyav 11 Odvator oto okélog R? kar 24 dvatot 6to 6KEM0G EAEYYOV.

T AKPIPBEG SLAGTNLO EUTIGTOGVVIG Y10, SUOVULIKT] KOTOVOWT.

Olwdec Léupowua yio acbeveic avlektikovg oty prrovéiudurn

MAGNIFY - CC-5013-NHL-008

2uvolkd 232 dropa niikiog tovhdyiotov 18 etdv pe iotoroyikd emPePoropévo OA (Babuoo 1, 2, 3a
N AOZ), dnwg a&loroynOnkay amd Tov epevvinTh 1} TOTIKO TOBOAOYOAVATOLO, EVTAYONKOY CTNV
nepiodo apykng Bepameiog pe 12 kvkAovg Aevaldopiong ocvv prrovéiudunrn. Ta dtopo wov TETVYOV
CR/CRu, PR 1 SD £wmg 10 t€h0G NG meptddov Bepameiog epddov Tuyaionomdnkay yio va gicoyfovv
otV mepiodo Bepaneiag cuvrnpnone. OAa ta dropa mov eviaydnkoy Enpene va iyov Aapel oto
TaPEADOOV TOLVAAYIOTOV [io TTPOT)YOVUEVT CLUGTNUOTIKY Oepameio Katd Tov Aeppoduatog. Xe avtifeon
pe ™ perétn NHL-007, n perétn NHL-008 nepidapfove acbeveig mov rav avlektikoi ot
PLITOLEAUTT (Y®PIC aVTATOKPLON 1] LTOTPOTINCAY EVTOG 6 UNV®V Bepameiag e prtovgpdunn 1 nrav
avBekTikol Ko oTn PLrtovEapT”n Ko ot ynueodepaneia).

Kotd ™ dibpketa g mepiddov Bepaneiog poddov, yopnynonie Aevaidopion 20 mg tig nuépeg 1-21
emavorapBovopevav KOkAmv 28 nuepdv yio £o¢ Kat 12 kdkAovg 1 uéxpt TV EREAVIOT 1N OTOSEKTNG
To&IKOTNTOG 1 TNV aOcLPCN TNG cvuykaTadeong 1 TV eEEMEN g vocov. H d6om g prrov&udumng
Arav 375 mg/m? ke efdopdda otov koKho 1 (nuépeg 1, 8, 15 xon 22) kot v nuépa 1 kade devtepov
KOKAOV 28 nuepdv (kKoKAot 3, 5, 7, 9 ko 11) ém¢ kar yio 12 kdxhovg Bepamneiag. Olot o1 vroroyiopol
docoroyiag yia T prrovéipdunn facictnkoy oty emipdveilo copatog (BSA) tov acbevoig kat to
TPOYUATIKO TOV BApog.

Ta 6edopéva Tov Tapovoidlovral facifovtal o€ pia EVOIANEST) AVAADOT| TOV EXIKEVIPOONKE GTNV
nepiodo Bepameiog epddov evog okélovg. Ot Tpoodiopiopoi g amotedecpatikotTtog facifovral oto
ORR xotd BEATIOTN aVTONOKPIoN (O TPOTEDOV KATUANKTIKO GNUELD, e XPTOT HOG TPOTOTOINGNG
TOV Kprenpiov avtorndkpiong tov 1999 g Aebvoig Opddog Epyaciag (kprmpla avtondkpiong
IWG). O devtepedav 6ToY0¢ NTOV Vo 0E10A0YN000V GALEG TOPAUETPOL ATTOTELEGUATIKOTITOC, OTMS 1
DoR.

Mivaxoeg 15: Mepidnyn TOV 6UVOMKAOV 0£00NEVOVY OTOTELECRATIKOTNTOG (TEPi0d0g Oepameiog
£00600v) — nerétn CC-5013-NHL-008

OAa ta dtopa Atopa pe OA
AvOekTIKOT |AvOeKTIKOTN AvOeKTIKOTN|AVOEKTIKOTN
nta ot T0L TN T0L OTN T0 TN
prrov&dp | prrovErpdpn prrov&dun | prrovEpapn
m: n: n: n:
20voho Naw Oy XHvolo Na Oy
N=187 ? N=77 N=110 N=148 N=60 N=88
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O)la T dTopa Atopa pe OA
AvOeKTIKOT|AVOeKTIKOTN AvOekTIKOTN|AVOEKTIKOTN
nta 6T T0 01N 10 0N 10 01N
PLTOVEIRAL | PITOLELApT prrov&paun | prrovpapn
m: n: n: n:
20voio Nat Oy XHvolo Na Oy
N=187 ? N=77 N=110 N=148 N=60 N=88
ORR, n (%) 127 (67,9) | 45(58,4) | 82(75,2) |104(70,3)| 35(58,3) | 69(79,3)
(CR+CRu+PR)
CRR, n (%) 79 (42,2) | 27(35,1) | 52 (47,7) | 62(41,9) | 20(33,3) | 42(48,3)
(CR+Cru)
Ap1Opog N=127 N=45 N=82 N=104 N=35 N=69
OVTOTOKPLOEVTOY
% atépov pe DoR P 93,0 90,4 94,5 94,3 96,0 93,5
> 6 pveg (95% CI) ¥ (85,1, ((73,0,96,8)| (83,9, 98,2) (85,5, 97,9)| (74,8,99,4) | (81,0, 97,9)
96,8)
% atopov pe DoR P 79,1 73,3 82,4 79,5 73,9 81,7
> 12 pmjveg (95% CI) ¥ (67,4, (51,2, 86,6)| (67,5, 90,9) |(65,5, 88,3)| (43,0, 89,8) | (64,8, 91,0)
87,0)

Cl = didotnpa gpmotoodvng, DOR = didpketa avtandkpiong, OA = o{ddeg Appopa

¢ O TANBLOPOG TPOTOYEVODG AVAADGTG Yol 0V TH TH HEAETH efvar TANBLGHOG a&loA0YNGLHOG Yol amoTeAecpoTikOT T QOSoL (IEE).

P Qc Siapketo, avramdpiong opiletar o xpdvog (UWVES) amd TNV apyikh aviamdkpion (tovAdyiotov PR) émg Ty Tekpmpiopévn sEEMEN ™G
vOcoL 1 Tov BAavato, 6To10 TPOKHYEL TPATO.

" Ta ototioTikd ototyeio Angdnkav pe ) pébodo Kaplan-Meier. To 95% CI Bociletor otov tomo Greenwood.

Inuewvoeig: H avéivon mpaypatoroteiton Hovo yio dropa mov £xouvv emtvyel PR 1 kaAdtepn avtomdkpion Hetd v nuepounvia mpomge
d6ong g Bepanciog epddov Kot Tpv and omolndmote nepiodo Bepancing cuvtipnong Kt kébe emaxdrovdn Bepancio Katd Tov
AePPOpOTOG 0TV TEPT0S0 €QPOd0V. To T0600T6 BacileTor 6TOV GUVOAKS APLONO AVTUTOKPLOEVTMV.

Hodratpiicdg minBuopog

O Evpomnaikoc Opyoviopuog Gapudkmv £xel 0OGEL E101KT| Y10, TO TPoidv amoiiayn yia To Lenalidomide
Accord mov 1oydeL 6€ OAEG TIC VTTOKATNYOPIES TOV TOUSLATPIKOD TANBVGLOD Y10 VEOTAUGLOTUKES
nancelg omd dpo B-kottapa (PAETE Topdypa@o 4.2 yio TANPOPOPIE] GYETIKA [LE TNV TUSIOTPIKY
xpfiom).

52 ®@appokoKivnTIKES 1010TNTES

H Aevaiidopidn €xet éva acOUUETPO dTOpHO GVOPOKD KOl LTOPEL GUVETMG VOL VITAPYEL LE TIG OTTIKA
evepyéc Lopeég S(-) kat R(+). H AevaAidopion mapdystal o¢ paxeputkd piypo. H Aevaiidopuion eivat
YEVIKA TEPIGGOTEPO SIAAVTH GE OPYOVIKOVG SIHADTEG OAAG p@avVilel TN UEYLOTN SAVTOTNTO O
dtéAvpa 0,1N HCI.

Amoppoonon

H Aevaiidopidn amoppo@dtal ypriyopa LETE TV 0O TOL GTOUOTOG XOPTYNoN G€ VYieic 0glovTég, vITd
oVVONKeg VNoTElNG, LE TIC LEYIOTES GVYKEVTIPMOOELS 0TO TAACHA Vo gppavifoviot HETa&D

0,5 kot 2 @pav petd ™ ANy tng 06onc. Xe acbeveic, kabmg kot o vyieic eBehovtéc, N uéyiom
oLYKEVTP®AN (Cmax) KoL M TEPLOYN KAT® 0O TNV KAUTOAN XpOovov cuykévipwong (AUC) avéavovtan
avaAoyKd pe Tig avénoelg ot 6001. Ot ToAAaTAEG dOGELS OEV TPOKAAOVY GNLOVTIKI] GUCCHPELCT
TOV QUPUAKEVTIKOD TPOIdVTOG. TO TAACHO, Ol OYETIKEG ekBEaEIC TV S- Kot R-gvavtiopépwv g
Aevoldouiong nrav mepinov 56% xai 44% oviioToiy®c.

H ovyyopiynon poli pe éva yedpo vymAd o Aimog kot vynAd o€ Beppideg oe vyelg e0eAoVTEC Letmvel
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10 BaBud amoppdenong, odnydvrag o pia peioon nepinov 20% oty TepLoyn KAT® O TNV KOUTOAN
ovyKEVIpOONc-xpovoL (AUC) kot 50% peiwon ot Crax TOL TAGGHATOS. Q20TOG0, GTIC KOPLEG OOKIUEG
£YKPLONG TOALOTAOD HVEADUATOG KOl LVEAOSVGTAUGTIKOV GUVIPOU®Y OOV TPOGOLOPIGTNKAY 1|
OTTOTEAECATIKOTITO KOl 1] CQAAELN Y10 T AEVOAOOLIOT, TO PUPUOKEVTIKO TPOIdV yopnynOnKe
aveEdptnto and v pdcinym tpoenc. Etot, 1 Aevaidopion propel va yopnynet pe 1 xopig tpoen.

O1 QopHOKOKIVITIKES AVOADGELS TOV TANBVGHOD VTTOJEKVOOLV OTL 0 OO TOV GTOUATOG PLOUOS
amopPPOENONG TS AEVOALOONIONG Elval Topdolog LETOED acBevdv pe moAAATAS poédhopo (MM),
acBevov pe poerodvoniactikd cuvdpopa (MDS) kot acBevav pe AKM.

Kotavopn

H in vitro déopsvon g (¥C)-Aevaldopidng otig mpotsiveg TAAGHLATOS NTAV YOUMAN 1e péon
déopevon oTig TpaTeiveg TAdopaTog 23% kot 29%, ot acheveic pe TOAALATAG LLEL®LO KOl VYIELG
eBelovtég avtioTolymg.

H Aevaiidopidn givar mapovoa oto avBpamvo onépua (< 0,01% tng 660mGg) Hetd T Yopnynon
25 mg/MuéPa Kot TO QUPHOKEVLTIKO TPOIOV OEV AVIYVEVETOL GTO GIEPE EVOG VYIOVS OTOLOV 3 NUEPECS
HeTd T dtokomn g ovoiag (BA. mapdypapo 4.4).

Buouetasynuotioudc kot amooin

Ta amotedéouata amod in Vitro pedétec petafoliopon og avOpdTOVE KOTOIEIKVOOLY OTL 1|
Aevoidouion dev petafoliletar amd to Evivpa Tov Kutoxpdpatog P450, yeyovog mov vodeikviel 0Tt
N XOp1YNON AeVOMOOUIdONG HE POPUOKEVTIKG TPOTOVTA TAL OTTOia avaoTEAAOVY Ta VIO TOV
Kutoypopatog P450 dev eivar mBovo vo tpokaiécel aAANAETIOPACELS GTO LETAPOAGHO
QOPUOKEVTIKOV TPOIOVIWV otov dvOpwmo. In vitro peiéteg kotadeikvoovy 611 n Aevaiidouion dev £xst
Kopio avaotaATikn 6pdon eni tov CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A 7
UGT1AL. Qg ek t001t0V, 1 Aevaldopion givor amiBovo vo TpoKaAEGEL KMVIKG OMUOVTIKESG
OAANAETIOPAGEIC PAPLOKEVTIKMY TPOIOVTOV OTOV GUYYOPTYEITAL LLE VITOCTPOLOTA OVTOV TOV
evlipwv.

Mehétec in vitro deiyvouv 611 1 Aevaiidopidn dev sivar vrdoTpopa TG avOpdTIVNG TPOTEIVNG
avtiotaong kapkivov Tov pactod (BCRP), tov molvavBektikdv oe pappaka ntpoteivav (MRP)
petapopdg MRP1, MRP2 § MRP3, tov petapopémv opyavikdv avidvtov (OAT) OATI1 kat OAT3,
ToV TOAVTEN TS0V peTaPopdc opyavikdv avioviov 1B1 (OATP1BI1), tov petapopémv opyavikadv
katoviov (OCT) OCT1 kot OCT2, ¢ mpmteivig eEdONoNg TOAATADY QUPUAK®OY Kot TOEWV®OV
(MATE) MATEI kot tov kowvotopmv peta@opémv opyovikdv katoviov (OCTN) OCTNI kot
OCTN2.

MeAéteg in vitro deiyvouv 611 n Aevaiidopion dev £xet kopio avaoTaltikn dpdon eni g avOpdTIvNg
avthog amékkpiong xolkav ardtov (BSEP), tng BCRP, Ty MRP2, tov OATI, tov OAT3, t00
OATP1B1, tovo OATP1B3 ot tov OCT2.

To peyahdtepo PHEPOGC TG AeVaALdOUidNG amoPaAletal ata ovpa. H cuvelopopd g amékkpiong
SPECOV VEPPDV GTNV GUVOAIKT kK&Bapon, og dtopa [e PUOLOAOYIKT VEPPIKN Agttovpyia, fTav 90%,
pe 10 4% tng Aevaldopiong va amoPdAreTol oTO KOTPAVAL.

H Aevaiidopidon peraforiletal o€ mepropiopévo Pabud, kabng to 82% g 60omg amekkpiveTol
apetdpinto ota ovpa. H vopo&u-Levaridopion kat  N-akeTvlo-AevoAdoion avTimpoc®Tehovy T0
4,59% a1 to 1,83% 1tng anekkpvopevng 06ong avtictoryo. H veppukn kaBapon g Aevaiidopiong
vepPaivel o puOUd GTEPAUATIKNG S1ONONG KOl ETOUEVAOC EKKPIVETOL TOVAAYIGTOV EVEPYDG G
Kdmolov Pabuo.

e dooelg Tov 5 g 25 mg/muépa, 1 nuicelo (N 6T0 TAAGHO eivor TEpiTOL 3 Mpeg o€ VYlElg
eBehovtég Kot kopaivetatl and 3 £wg S opeg o 0oBeveig pe TOAAUTAO HVEADUA, LVEAOSVOTAOGTIKA

cuvdpopa N AEpeopa ornd KOTTepo Tov Lovova.

Hlxwopéva, drouo,
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Agv &xovv dte€aybel kKhMvikéc LEAETEG AMOKAEIGTIKA Yo TV a&lOAdYNOT TS POPUUKOKIVITIKNG TNG
AevoAdouiong otovg NAMKIOUEVOLG. Ot QUPUAKOKIVITIKES OVAADGELS TOL TANOVGHOD TTepleAduPavay
aoBeveic pe nAikieg mov kKopaivovtay omd 39 £mg 85 eTmV Kot VTOJEKVHOLV OTL 1] NAKi dgvV
emmpedlel v kdBapon g Aevardopidng (ékbeon oto mAdoua). Kabmg ot nhikiopévol aobeveic
glva mBavdTePo va mapovctdlovy HEIOUEVN VEPPIKN Agttovpyia, amonteiTol TPOCOY KATA TV
EMAOYT TNG 00GOA0YI0G KOl GUVIGTATOL 1] TAPAKOAOVONGT TNG VEPPIKNG AELToVpYing.

Neppikn dvciettovpyia

O1 QopUOKOKIVNTIKEG 110TNTEG TNE AeVOAdouidNg peketOnkay o€ ATopo Ue VEPPIKT SuoAEITOLPYiN
AOY® KohoNBoV KaTaoTAcE®V. Xe avTn TN LEAETT, dVO LEBOdOL ypMcloTomOnKay Yo TNV
KOTNYOPLoToinom g veepikng Asttovpyiag: petpndnke 1 kabapon Kpeatviving amd ovpo 24mpov Kot
vroAoyiotnke 1 kdOapon kpeatvivig amo v e&icwon Cockceroft-Gault. Ta anoterécpato
VTOJEIKVVOVV OTL KaMG 1) veepikn Aettovpyio petdvetar (< 50 ml/min), n cuvoiikn kaBapomn tng
AevaAdopiong peidvetot avoroykd, tpokaimvtag e ovénon oty AUC. H AUC avénfnke katd
mepimov 2,5, 4 kar 5 popéc oe dTopa pe PHETPLOL VEPPIKN duoAertovpyia, cofapr| vEQPIKn
dvuodettovpyio Kot TEAKOV 6Tadi0v VEQPIKT VOGO, OVTIGTOL M, GE GUYKPIoN UE TNV OUAS TTOV
ouvdvale dTopa e PLGLOAOYIKT VEPPIKN AglTovpYio KOl ATOHO LE NTTLo. VEPPIKT ducAieitovpyia. H
nuiceia {1 g Aevadopiong avénbnke amod mepimov 3,5 mpeg o€ droua pe KaBapon KpeaTvivng

> 50 ml/min og TepLocdTEPO OO 9 Dpeg oe dropa pe pHeEl®pPEVT veppikn Asttovpyia < 50 mi/min.
Evtovtoig,  veppikn duchettovpyio dev PHETEPaLe TNV ad TOV GTOUOTOG ATOPPOPTON TNG
Aevaadopionc. H Cmax fitav mapdpoto LeTa&d vyidv aTOU®mV Kol acBevdv e veppikn ducAeltovpyia.
[epimov t0 30% TOL PAPUAKEVTIKOD TPOIOVTOG GTO GMLLOL ATOUAKPVVONKE KOTA TN SIUPKELN UIOG
epamaé 4mpng ovvedpiog apokdbapons. Ot GUVICTOUEVEG TPOCAPHOYES TG 000N C 6€ aobeveig pe
veppikn ducAettovpyia mePLypaPoOvIaL GTNV Tapdypapo 4.2

Hrotwr duciertovpyia

Ot popproKoKvNTIKEG avaADoEl; Tov TANBLoHOD TteplehdpPavay acheveic e Nwio NTaTiKy
dvciertovpyia (N=16, odwn yorepvOpivn >1 émg <1,5 x ULN 1} AST > ULN) kot vodeucviovy 0t 1
N otk dvshertovpyia dev emnpedlel Tnv kdBapon g Aevaidouidng (ékbeon oto Thdoua). Aev
vapyovv dabéciua dedopéva Yo acbeveig pe pétplo Emg coPapn nratikn dvcAiettovpyia.

AMLOL evdOYEVEIC TOPAYOVTES

O1 QOPHOKOKIVITIKEG AVOADGEIS TOL TANBVGOD LITOdEKVHOVY 0Tl TO crpatikd Bapog (33 - 135 Kkg),
70 VA0, 1| LAY KOl O TOTTOG TV ALUATOAOYIK®V Kakon 0wV [ToAAamdd poéiope (MM),
poehodvomractikd cuvopopo (MDS) 1 AKM] dev £xovv KAVIKA oNUOVTIKT €Nidpacn oty kdBopon
NG AevaAldopidng o€ evilikeg acbeveis.

5.3 TIIpoxlvikd ogdopéva yia TV acQarela

Muo, pedét epfpuikng avamtuéng dievepynonie og mONKovg 6TOVS 0TOi0VG YOpPNYNONKE AevaAidopion
og 60celg amd 0,5 kot péypt 4 mg/kgmuépa. Ta evprHoTa ATO TN GUYKEKPIUEVT] LEAETT VITOSEIKVHOLV
O0TL M Aevaldopion mpokdiece eEmtepikég SuoTANoies, OTWS aTpPNGio TPOKTOH Kot SLGTAUGIES AV®
Kol KAT® GKPpOV (KEKOUUEV, KOVTH, OVAOUOAN, OVOUOANG GTPOPNG 1 KAl oTdVTO PEPT) TOV AKPOV,
OAYO- 1] Kol TOAVOOKTLAIR) GTOVG 0TOYOVOLG ONAvKOV TBMKWOV TTov EAafav TN dPUCTIKY 0LGIN KUTA
T JldpKeLa TG KONONC.

Alpopeg oTAUYVIKEG EMOPAGELS (ATOYPOUATIOUOS, EPVOPEC E0TIEG OE SLOPOPETIKG OpYOVa, LIKPT
dypoun nalo Tave amd TV KOATOKOWAMaKN BaABida, pkpr xoAnddyo KdoTn, SuoTANGI
Sppaypotog) mapatnpnonkay eniong oe pové Epppva.

H Aevaidopidn givar Suvatdv va topovoidoet ofeia to&ucotnta. Ot gldyiotes Bavatnpopes d0Gelg
HETA TNV 0td TOv oToUaTOC Yoprynon frav > 2.000 mg/kgmuépa oe tpoxtikd. H eravalapfovopevn
amo Tov oTopaTog yopnynon 75, 150 kot 300 mg/kg/Mmuepnoing oe apovpaiovg yio péypt
26 eBdopddeg emépepe avaoTpEyiun oyetillopevn pe tn Bepameio adENON o1 HETAAAWDON TNG
VEQPIKNC TLEAOV KOl 6TIG 3 SOGELS, KLPIE 6TOVS ONAvKovS apovpaiove. To avmdtato eninedo 6To
omoio dgv mapatnpnOnkay avembvunte evépyeieg (N0 observed adverse effect level, NOAEL)
OewpnOnke 0Tt elvan yapmAdtepo amd 75 mg/kgMmuépa, To omoio eivar Tepimov 25 Popég LYNAOTEPO
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oamd v nuepnota £kBeor tov avBpdmov pe Baon v ékBeon AUC. Eravalappavopevn amd tov
oTOUATOG YopNynon 4 kot 6 mg/kg/muépa oe mONKovg yio uéypt 20 efdouddeg Tpokdiecs
BvnootnTa Ko onuavTiky To&kotTa (évtovn Leimon Tov cOUATIKOD Bapous, petmpévol aplipoi
£PLOPOKVLTTAP®V, AEVKOKVTTAP®Y KO ALILOTETOMMVY, OLLOPPOYiol TOAAUTADY 0pYAvVOV, PAEYLOVI TOVL
YOGTPEVTEPIKOD COANVA, AELPOEIONG ATPOPI0 KOl OTPOPIC TOL HVEAOD TMV 0GTAOV).
Emavoioppavopevn amd tov otopatoc yopnynon 1 kot 2 mg/kgmuépa ae mbniovg yio uéypt 1 €tog
EMEQEPE AVAOTPEWYILEG LETAPOAEG oTNV KVTTOPOPpifeia ToOL HVELOD TV 0GTMV, Pio EAAPPE LEIDOT)
0710 MOY0 pueroetddv/epudpoeld®dv KuTTdpwV, Kot aTpo@io Tov VoL 0déve. Hria KaTtaoToAn Tov
apBpod TV AeVKOKVTTAp®V Tapatnpnnke ot d6on 1 mg/kg/Mmuépa, Tov avtictolyel oe Tepimov v
S 6601 ToV avBpdmov pe Baon T1g suykpiceig AUC.

Mehrétec petarda&loyovov dpdong in vitro (Baxtnplaxy petdAlaln, avbpomva Aeppoxvtrapa,
AEPOOLLO TOVTIKOD, EUPPLTKT KLTTAPIKN eE0AANYT CLPLKOV KPikhTov (Syrian Hamster)) kot in vivo
(LikpoTupvag apovpaion) dev AmOKAAVYOV GYETILOUEVEC LLE TO QAPLLOKO AVETIBVUNTEC EVEPYEIEC OE
EMmed0 YOVIO10L 1 YPOUOCHNOTOC. MEAETEG KOPKIVOYOVOL dpdomng e Tr AevaAldopion dev Exovv
oeEayOet.

Meléteg ToEIKOTNTOC GTIV AVATTVEN TOL EUPPVOV dlEVEPYNONKAY TPONYOVUEVMG GE KOVLVEALD. X
OUTEG TIG PEAETEG oTa KOVVEALD, yopnyNnOnkav 3, 10 kot 20 mg/kg/Mmuépa amd Tov oTopATOG. Mo
amovcio Tov evilapecov Aofov Tov vebpova tapatnpnonke ota 10 ko 20 mg/kg/muépa pe
g€aptnomn and T d06oM, Kol LETATOTICUEVOL veQpol Tapatnpnnkay ota 20 mg/kg/muépa. Av kot avtd
napotnPeNOnkay o€ enineda To&kd ylo T UNTéPQ, UTOPOLY Vo, arodobobv Ge o Gueon enidpaot).
Metaforéc Tov PoAaKoD 16TV Kol TOV GKEAETIKOU GUGTILOTOS oTa EUPpua Topatnpndnkay eniong
ota 10 kot 20 mg/kg/Mmuépa.

6. OAPMAKEYTIKEX MIAHPO®OPIEX
6.1 Kotaroyog ekdoywv
[Tepreyodpeva konyokiov

Aoaxktoln

M1kpOoKPUGTOAMKT KOTTAPIVN
KopueArdln vatplovyog d1a6Towpodpevn
KoAroedég avudpo 0&eidio moprtiov
2TE0TIKO PLoyVGl0

Ké\vgpog tov kayakiov

Lenalidomide Accord 2,5 mg ckAnpd koydxio
Zelativn

Mélav 0&gidio Tov onpov (E172)

Awo&eidro tov titaviov (E171)

Lenalidomide Accord 5 mg kot Lenalidomide Accord 25 mg oxinpd xoyaxio
Zghativn
A10&gidi0 tov Traviov (E171)

Lenalidomide Accord 7,5 mg cxAnpd Koydkio
Zehativn

EpvOpo o&eidio Tov cidnpov (E172)

Ao&eidro tov tiroviov (E171)

Ivowcokappivio (E132)

Lenalidomide Accord 10 mg ka1 Lenalidomide Accord 20 mg oxAnpd koydxio
Zeghativn
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Ivdwoxappivio (E132)
Kitpwvo o&eidio tov oonpov (E172)
Awo&eidro tov titaviov (E171)

Lenalidomide Accord 15 mg okAnpd xayaxio
Zehativn

EpvOp6 o&eidio Tov cionpov (E172)

Kitpwo o&gidio tov cdnpov (E172)

Awo&gido tov titaviov (E171)

Melavt EKTOT®MONG

Koppea Adxrkog

IIpomvAievoyivkoin (E1520)

Méhav 0&gidio tov cdnpov (E172)

Kitpwvo o&gido tov oonpov (E172)

Ydpo&eidio tov kadiov

Awo&gidio tov titaviov (E171)

Ivdwoxappivio (E132)

6.2 Aocvpparotnreg

Agv epappdletor.

6.3 Awgpkero Long

3 ypdvia.

6.4 Iowitepeg mpo@uAGEELS KaTE TN OOAAEN TOV TPOIGVTOG
Agv vdpyovv e0KEC 001 Yieg SLTPNONG Y10, TO TPOIOV QLTO.
6.5 ®@VoN K GLETUTIKE TOV TEPLEKTN

Ta oxAnpd kayakio Lenalidomide Accord datiBevtat og d1dtpntn cvokevacio blister (koyéing)
arovuwviov OPA AL PVC/alovpviov povadmy d6eng.

Yvokevaocio tov 7x1 1 21x1 koyokiov.

Mmropei va pnv KokAo@opovV OAEG Ol CUGKEVAGIEC.

6.6 Iowitepeg TPoPLAAEELS OTOPPIYNGS KO GALOG YEPIGUOG

Ta koydakia 6ev Ba mpémetl va avoiyovrorl 1 va Opvppatifovrol. Eqv kévig amd Aevaidopion €pbel o
EMOQN UE TO OEPUM, TO dépUa O TPETEL Vo, TAEVETOL AUECHOG KOl GYOANOTIKA LE VEPO Kol comovvi. Edv
N Aevaiidouion épbet oe emapn pe TG fAevvoyovoug pepppaves, avtég Ba tpémet va Eemiévovtan
GYOMICTIKA LE VEPOD.

O1 erayyeipatieg vyeiag kot ta dropa wov epovtilovv acbevelg Ba Tpémet va popolv yavtia piog
YPNoEMS OTOV YEPifovTal TNV KLYWEAN 1 TO KOWAKLO.

211 GLVEYELD TO, YAVTIO B0l TPETTEL VO. APALPOVVTOL TPOGEKTIKA TG OOTE VO OTOPEVLYETOL TVYOV
éxBeom Tov dépuaTog, vo TotobeTobvial oe cPPAyILOUEVT] TAAGTIKY GOKOVAN 0O TOALOIBVAEVIO KoL
VO AOPPITTOVTOL GOUPOVA LE TIS KATE TOTOVG 16YV0VCEG OYETIKEG OUTAEELS. XTr GUVEYELL TaL YEPLOL
Ba mpénel va TAEvovToL oYoAAcTIKA e camovvt Kot vepd. Ot yuvaikeg mov eivat £yKkveg 1)
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mOavoroyoHv OTL umopel va gival ykveg dev mpémet va yepilovion Ty KoyéAN 1 To Kaydkio (BA.
napdypoago 4.4).

Ka0e oxpnoipomointo @appokeutikd tpoidv 1| VIWOAELLN TPEMEL VA ETICTPEPETUL GTOV PAPLOKOTOLD
Y10 AGQOAAT ATOPPIYT COLPOVO LE TIC KOTA TOTOVS 16YVOVGES GYETIKEG dLoTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iomovia

8. APIGMOXZ(OI) AAEIAYX KYKAO®OPIAX

Lenalidomide Accord 2,5 mg okAnpd koyakio
EU/1/18/1316/001
EU/1/18/1316/002

Lenalidomide Accord 5 mg okinpd koyaxia
EU/1/18/1316/003
EU/1/18/1316/004

Lenalidomide Accord 7,5 mg oxAnpé konydikio
EU/1/18/1316/005
EU/1/18/1316/012

Lenalidomide Accord 10 mg cxAnpd kaydxio
EU/1/18/1316/006
EU/1/18/1316/007

Lenalidomide Accord 15 mg oxAnpd Koydkio

EU/1/18/1316/008

EU/1/18/1316/009

Lenalidomide Accord 20 mg oxAnpd kaydxio

EU/1/18/1316/010

EU/1/18/1316/013

Lenalidomide Accord 25 mg oxAnpd kaydxio

EU/1/18/1316/011

EU/1/18/1316/014

9. HMEPOMHNIA ITIPQTHX EI'KPIXHX/ANANEQXHY THX AAEIAX

Huepounvia tpmtng £ykpiong: 20 ZenteuPpiov 2018

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoPopieg Yo T0 TOPOV PUPUOKEVLTIKO TPoioV gival S100Ec1eg GTOV SIKTLAKO TOTO TOV
Evponaikod Opyovicpod @apudakonv: http://www.ema.europa.eu/.
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ITAPAPTHMA 11
IHAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEEMEYZXZH TQN ITAPTIAQN
OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXZEIX THX AAETAYX KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEIMATIKH XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. IHAPAXKEYAXTEX YHHEYOYNOI I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

Accord Healthcare Limited
Sage House

319 Pinner Road

North Harrow

Middlesex

HAL 4HF

Hvouévo Baciielo

Pharmadox Healthcare Limited
KW?20A Kordin Industrial Park,
Paola PLA 3000, MdAta

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice, IToAwvia

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Ovtpéyt
OMhovoio

210 £VTUTO GUAAO 03N YLDV YPNONG TOL POPUUKEVTIKOD TPOTOVTOC TPEMEL VOL AVAYPAPETAL TO OVOLLA,
KoL 1 01e08VVoT TOL TAPAGKELOGT TOL Elval LTEVOVVOG Y10 TNV ATOSECUEVGT TNG GYETIKNG TOPTIONGS.

B. OPOI'H OI IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DapprokevuTiKod TPoidv yio. To omoio amorTeiton TEPLOPICLLEVT W0TPIKH cuvtayn (PA. mapdptnpa I:
[Mepiinyn tov Xapaktnpiotikdv tov [poidvrog, mapdypoagog 4.2).

T. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX

o Ex0¢og1g meprodikng mapakaroOnong e aoc@arelog

O1 arontnoets yo v voPorn ekBEcEmV TEPLOSIKNG TAPAKOAOVONONG TNG ACPAAELNS Y10 TO EV
AOY® QopLoKEVTIKO TPOidV opilovTal 6ToV KATAAOYO LE TIC nuepounVieg avapopdg g Evoong
(xotdhoyog EURD) mov mapatifetor otnv mopdypapo 7, tov apbpov 107y, g odnyiog
2001/83/EK o ka0 emaxdrovbng emkoipomoinong 0rme SNUOGIEVETAL GTV EVPMMATKT SIKTLOKN
TOAN Y10 TOL PAPLLOKAL.

A. OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEIMATIKH XPHIH TOY ®APMAKEYTIKOY ITPOIONTOX

o  Yyéowo Awaysiprong Kivovvou (ZAK)

O Karoyog Adetag Kvkhopopiag Ba dieEaydyet Tig amottodpeveg SpactnplotnTeS Kot TapeUPAcelg
QOPUOKOETAYPOTVIIONG OTTMC Tapovsidloviatl 6to supupmvndéy ZAK mov mapovsialetal otnv
Evotmta 1.8.2 tng ddetog kukAo@opiag Kot 0ToleconmoTe ENaKOAOVOES EYKEKPIUEVES aVOOE®PT|CELS
Tov ZAK.
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‘Eva emkaporompévo XAK Oa mpémel va katotedei:
e petd anod aitnpo tov Evponaikod Opyaviepov Gapudxav,

® OTOTEONTOTE TPOMOMOLEITAL TO GVGTNLA SLayEIPLoNG KIVOUVOL, E101KA (OC OTOTEAEC O AYNG
VEOV TANPOQOPLOV TTOV LITOPOVV VO ETLPEPOVY GNLOVTIKN OAAAYT GT1 GXECT 0PEALOVG-
KWVOOVOL 1 0G ATOTELEGIO TNG EMTEVENG EVOG GTLOVTIKOD OPOGTIUOV ((POPUAKOETAYPOTVTION
N elayrotomoinomn Kivdvvov).

Edév n vmopoin wog EITTA kot 1 emkaponoinon tov ZAK cvpmintovv, duvator vo kototefovv
TAVTOYPOVAL.

e EmnpdéocOeto pérpo ehaylotomoinong Kivovvov

1. O Kédroyog ¢ Adsiag Kukhogopiag (KAK) mpémel va cuUQmVACEL GYETIKA LE TIC ASTTOUEPELEG
€VOG ELEYYOUEVOL GUGTAIOTOG OLOVOUNG LE TIC EOVIKES OPLODIEG APYEG KOL TTPETEL VO, VDAOTOUGEL QLTA
T TPOYPAULOTE GE E0VIKO EMIMEDO MOTE VO, SIOCPAAICTEL OTL:

o Tlpw amd v KuKAOPOPIo TOV PAPLLAKOV, OAOL O 1TPOL Ol OO0 TPOKELTAL VOl
ovvtayoypoaenoovy to Lenalidomide Accord kat 6Aot o1 gapuakonoloi ot omoiol uropovVy vo.
yopnynoovv to Lenalidomide Accord 6o Adfovv o Gueon avoakoivmon tpog Tovg
emaryyeApatieg vyeiog, Omwe mEPLYPAPETOL TAPAKAT®.

e IIpwv amd ) cvvtayoypdenon (kot émov amorteital, Kot 6€ cupemvia pe T EBvikég

Apuodieg Apyég, Tpv T xopnynomn), 6oL ol emayyeALOTiES LYEIOG Ol 0TTOi01 TPOKELTOL

va cuvtayoypagrcouvy (kat vo xopnynoovv) to Lenalidomide Accord Oa Aapovv éva

TOKETO TANPOPOPLDV Y10, TOV 1 TPO, TO 0010 TEPLEYEL TOL aKOAOVOL:

Exrodevtico ITaxéto tov Enayyeipatio Yyeiog

Exmodeutikd guArdoa yio tovg AcBeveic

Kaptec asbevovg

[TepiAnyn tov Xapaktnpiotikdv tov [Ipoidvrog (ITXIT) ko PvAio Odnyuov kot Emorpaven.

2. O KAK npémetl va viomomoet éva [Tpdypoupa TIpdAnyng Konmong (Pregnancy Prevention
Program, PPP) og kd0¢ kpdtog-pérog. Ot Aemtopépeieg tov PPP mpémet va éxovv cuppovnel pe tig
apurodieg eBvikéc apyég oe KaBe KPATOC-PELOC KAl TPETEL VA EPAPLLOCTOVV TPLY amd T1 S1BECT TOL
TPOIOVTOC.

3. O KAK 7mpémetl va uuemvioet To TEAMKO Keipevo g Apeonc Avakoivoong Tpog Toug
Erayyelpatieg Yyeiog Kot 10 TEPIEYOUEVO TOV TAKETOV TANPOPOPLDV Y10 TOV 1UTPO, LE TIG APUOOIES
e0vikéc apyég oe kdbe KpATOC-UEAOG Kol VO SIUCPOAIGEL OTL TOL VAIKG TTEPLEXOVY TaL KOPLO GTOLYELD,
OTMG TEPLYPAPOVTOUL TOPAKATE.

4. O KAK mpénet vo GOUQ®VNGEL LLE TNV DAOTOINGT] TOV GUGTAKOTOG KAPTaG 0c0evoic o€ kabe
KpATOG-UEAOG.

Kvpua otoyyeio mov tpéner vo copmepiin@dovv

Aueocec Avarxowaoeic tpog tovg Erayysluazicc Yyeioc

H Apeon Avaxoivoon mpog toug Enayyelpatieg Yyeiog mptv amd tnv kuklopopia oty ayopd Oa
TPEMEL VAL OMOTEAEITOL OO VO PEPN:
¢ 'Eva Boaowko keipevo 0mmg Exel cupupmvndel anod v Emttponr| @apuakevtikodv [poidviwov yio
AvBpaomivn Xprion (CHMP).
o  Euwwég ebvikég amartoelg ot omoieg £xouv ovupovnOei pe v apuddia eBvikn apyr, GYETIKA
pe v
0 Awvoun Tov mpoidvtog
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0 Awocediion Tov 0Tt £gouv ANedei OA0 T0 KATAAANAC LETPO TPV T SLALVOUN TOV
Lenalidomide Accord

To Exnordcvtiné Haxéro tov Emayyeiuario Yyeiog
To Exmoudevtiko mokéto tov Enayyeipatio Yyeiog 0o mepiéyetl ta axdiovba otoryeia:
e YUVONTIKO 1GTOPIKO TNG AEVOALOOMIONG Kot ET{OT L0 EYKEKPLULEVN EVOEIEN TNG
e Aocoloyia
o Méyiotn cuvtayoypoa@oOUEVT] dlapKeLd Bepameiag COUPOVE LE TO EYKEKPLUEVO, SOGOAOYIKE
oynuata TV evoeiEemv
0 4 gBdopddec Bepameiog yio yovaikes e SUVATOTNTA TEKVOTOINGNG
0 12 gBdouddec Oepameiog yo Avopeg Kot YuVaikes y®pig SuvoTdTNTA TEKVOTOINGNG
o Avaykn va amogevyfel 1 éxBeon epPpowv, AOY® TOL TEPUTOYOVOL SUVALLIKOD TNG
Aevoldopiong oto (o Kot TNG OVAUEVOUEVTC TEPATOYOVOL OPAOT|G TG AEVAAIOOUIONG GTOVG
avBpodTovg
o  KoabBodnynon oyetikd pe Tov eplopd e KuWEANG i) Tov Koyakiov tov Lenalidomide Accord
Y10 TOLG EmayyeEAUTiES VYElNG Kal Ta dtopa oV PpovTilovv acbeveig
YToyxpemdGELG TOV emayyeApoTion VYEIOG GYETIKA LE TN cvvtayoypdenon tov Lenalidomide Accord
e Avaykn mapoyng oVOAVTIKOV 0dNYIDV Kol EVIUEP®CTC 6TOVG acbeveig
*  Awc@diion Tov 01t o1 acBevelg etval tkavol vo GUUUOPE®OOVV LLE TIG ATOITHGELS YLOL TV
ac@ain ypnon tov Lenalidomide Accord
®  Avaykn mapoyng otovg acheveic ToL KATAAANAOL EKTAIOEVTIKOV PLAANSIOV Y10 TOVG 0oOEVELG
KoL TG KapTag aoBgvoie

Yrodeilelc acpareiog mpoc OAoVE Tovc aocbeveic
o AmOppYN AYPNOTOL PAPLLAKOV

o Tomiég daTd&elg E10IKEG Y10 TN XDPO CYETIKA LE TN CLVTAYOYPAPNGT] Yo TN XOP1YNOT TOV
Lenalidomide Accord

e [leprypaen] tov Kivduvov avtidopaong avalondipwong Oykov o€ acHevelc e AP
amd KOHTTOPA TOL HovoHaL

o [leprypaen tov Kivdvvov eEéMEnc oe AML og acBeveic pe MDS,
GUUTEPTAAUPOVOUEVOV TWV TOGOGTMV EUPAVIONS OO KMVIKEG LEAETEG

e [leprypaen Tov Kivdvvov twv SPM

eprypaon) tov PPP kot katnyoplonoinon tov acbevav pe fdon to eOAo kal T duvatdTnTo,
TEKVOTOINoNG

e AlyopBuog yio v vAomoinon tov PPP

e Oplopdg TOV YOVOIKOV HE SOUVATOTNTO TEKVOTOINOTG Kot SpACELS TOV TPEMEL VA, avaAdfel o

tpdc o€ mepintmon afefordTnTog

Yrodeilelg ac@areiog yio yovaikeg pe duvatdTnTo TEKVOToineng

o Avaykn vo amopevybei n éxbeon euPpvov

e [leprypaen tov PPP

e AvAykn ylo eTopKY avTICLAANYN (aKopa Kol €6V 1 Yovaiko £xel aunvoppola) Kot OPIGHAG TG
EMOPKOVG AVTICOAANYNG
o TIpoypoppationdc SOKILOCIHY KOMONS

o] Ymodeil&elg yia Tic KatdAANAeC doKiuacieg

o] pw v évapén g Bepameiog

o] Kotd ™ dibpkela g Oepaneiog avaroya pe tn pé€Bodo avTicOAANYNG
o] Metd to népag g Depameiog

e Avdykn dueong dakonng tov Lenalidomide Accord oe tepintwon voyiog komong

e Avdykn queong eviuEP®ONG TOL BEPATOVTOC 10TPOD GE TEPITTMSN VITOWING KONONG
Yrodeifelg ac@oleiag yio TOVG AvIpEg

e Avaykn vo amopevybei n éxbeon epppoov
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Avaykn xpnong TPOPLANKTIKOV GV 1] GEEOVAAIKT GOVTPOPOG Eival £YKVOG 1] YOVOIKO LE
duVaTOTNTO TEKVOTOINGNG TOL OEV XPTOLUOTOIEL AMOTEAEGUATIKY] OVTIGUAAN YT (OKOUA Kol oV
0 avopag £xel voPAndel oe eKTOU GTEPUOTIKOD TOPOL)

o] Katd tn didpkeia g Ogponeiog pe Lenalidomide Accord

o IMa tovAdyiotov 7 nuépeg Petd tnv teAikn 06om
Awopdlion tov 6t1 Oa evnuepmbel dueca o Oepdmwv 10Tpdc G TEPITTM®ON TOL 1) GVVTPOPOG
oV 0.60evolg peivet £ykvog evoom o acbevig Adupave Lenalidomide Accord 1 e uikpo
ypoviKd dtdotnpo petd t dokonn tov Lenalidomide Accord

ATt CELC 6E TEPIMTOON KOUNGNCE

Odnyieg yio Gpeon daxonn| Tov Lenalidomide Accord oe mepintwon vroyiag kdnong, oe
yovoika acOevn

AvAyKn TOpATOUTTG OE 10TPO EIGIKEVUEVO 1) TETXEIPUAUEVO OTIS OLAUOPTIEG OIATANGTG KoL TN
duryvaon toug yia a&loAdynon kot kafodnynon

Tomikd otoyeio exikotvaviag yio TV avagopd kabe vroyiog kKomong

"Evtumo avogopdg komong

Alota EAEYYOL Y10 TOVS 1TPOVG, 1 omoia dtacalilel 6Tt ot acbeveic Aappdavovv v
KATOAANAN EvNUEP®ON GYETIKA L T Bepameia, Tic peBOSOVG AvTICOAANYNG Kol TNV TPOANYT
™G KONGONGS, GCUUP®VO [LE TO GVAO TOVG KOl TNV KATAGTAGT] OLVOTOTNTOS TEKVOTOINoNG KATH
v évapén tng Bepameiog.

"Evtuno avagopdg avemBounTmv evepyeimv

Exroidevting pviladia yra tovg acleveis

Ta ekmo1devTIKG PLAAGSIL Y10 TOVG 0o0EVEIG TPEMEL va, gival 3 TOT®V:

DvALAd10 Yo Yovaikeg acheveic pe SuvaTOTNTA TEKVOTOINGNG
DuALAd10 Yo Yovaikeg acBeveic mov dev £xovv dSuvaTOTNTO TEKVOTOINGNG
DuALAd10 Yo AvOpeg acbeveic

Oha ta puALGOIY 060eVDV TTPEMEL VoL TEPLEYOVVY T, akOAoVBa oToyEln:

O11 1 Aevoldopidn €xetl tepatoyovo dpacn ota (Mo Kot aVOUEVETOL VO, EYEL TEPATOYOVO dpdon
6TOVG avOpdTOVG

[eprypaon) g képtag acevoids Kot TG avoyKatOTNTAC TG

Amoppryn dypnotov eopprdikov

KoaBodnynon oyetucd pe Tov XEPIopo g AEVaAIdopuidng yio tovg acbeveic, Ta dropa Tov
TOVG PPOVTILOVV KOl TOL LEAT] TNG OIKOYEVELOG

EBvikég M dAdec epapprolopeves 101KEC SLUTAEELS YO TN GLUVTAYOYPAPNOT) TNG XOPYNONG
Lenalidomide Accord

Ot 0 acBeviig dev mpémet vo, ddoet to Lenalidomide Accord og dAlovg

O11 0 aobevig dev TTpémel va dMGEL aijLo Kot T didpkela g Oepameiog
(cvpmeptAapuPavorévay Kol TOV SIGTNUATOV TPOCMPIVIG SIKOTG TG 006TC) Kol Y10
TOVAGYIoTOV 7 NUEPES LETA T dlakomn TG Bepaneiog pe Lenalidomide Accord

Ot1 0 000evg TPETEL VO, EVIUEPDGEL TOV 10.TPO TOL GYETIKA LE OTOIEGONTTOTE AVETOVUNTES
EVEPYELEG

Ot axd6AovBeg TANPOPOpPiEg TPEMEL EMIONG VAL TAPEXOVTOL GTO KOTAAANAO PLAAAOLO:
DvALGSI0 Yo Yuvaikes acBevels e duvatdtnTo TEKVOTOinGong

Avaykm va amopevydei ) ékBeon eufpdov
IIeprypaen tov PPP
Avaykn yio emapkn avTicOAAYN Kol 0plo oG TS EXOPKOVS OVTIGOAANYNG
[IpoypapHOTIGHOG SOKIUAGIOY KONGNC
0 Ipw v évapén g Bepameiog
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0 Koatd ) dibpkela g Oepaneioc, Tovddyiotov kdbe 4 efOopades, EKTOC amd TV
nepinTon enPEPUIOUEVNG CAATLYYIKNG GTEIPOOTG
0 Mertd to mépag g Oepameiog
e Avayxn aueong daxonng tov Lenalidomide Accord og mepintmon voyiog kdnong

o Avaykn dupeong emkowmviag Le ToV 10Tpd TOVG AUECHE GE TEPITTMOON VITOWING KONONG

DuALASL0 Yo dvdpec acOeveic
®  Avadyxn va amogegvydei n €ékBeon epppowv

®  Avdykm xpnong TPOPUANKTIK®OV €0V 1 6E0VAAKT GOVIPOPOG Eival £YKVOG 1} Yuvaiko e
dUVaTOTNTO TEKVOTOINGTG TOL €V YPNCLUOTOIEL OMOTEAEGUATIKY] OVTIGVAANYT (OKOUA KoL OV
0 avopag £xel vroPAndel og extoun oTEPUATIKOD TOPOL)
0 Koatd m didpketo g Oepanceiog pe Lenalidomide Accord
0 T pio efdopdda ToLAGYIGTOV PETE TNV TEMKT dOOT).
e Ot edv 1 oOHVTPOPOG TOL peivEL £YKVOG, TPETEL VO EVIUEPDOGEL eSO TO Bepdmovta 1Tpd ToV
e Ot 0 1010¢ dev Tpémel Vo, dwPIioEl OTEPLO KOTA TN dtdpkela TG Oepameiog
(cvpmeprAapuPavopévay Kot ToV SIGTNUATOV TPOCMPIVIG SIKOTTHG TG 606TG) KOl Yio
TOVAGYIoTOV 7 MUEPEG UeTd T dlakomn g Oepansiog ue Lenalidomide Accord

Kapra acOevois
H xépta acBevoig npénet va mepiéyet ta akdAovba otoyeio:

e  EmPefaionon 61t £xel mpaypatonomBel n KatdAAnAn evnuépwon
o  Tekunpimon g KatdoTaong SuvaTdOHTNTOS TEKVOTOINGNC
e Hpuepopunviec kot amoTeAEGLOTA TOV SOKILAGIOV KONONG
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ITAPAPTHMA IIT

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH

7



ENAEIZEIX I10OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 2,5 mg oxAnpd koyakio
Aevoidopion

[2.  LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e kawydxio mepiéyet 2,5 mg Aevoidopiong.

| 3. KATAAOI'OX EKAOXQN

[epéyer Aaktoln. BAéme pUuALo 0dNYIDOV XPIONG Y10 TEPLGGOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

2KAnpd KoyaKio

7X1 oxknpd Koydxio
21x1 oxAnpd Koyakio

[5. TPONMOX KAI OAOX(OI) XOPHTHXZHX

AwBdote To QUALO 0INYIDV YPNONG TPV OO TN YPNON.
Amo tov oTdHOTOC XPIOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN IIPOXEITIZOYN TA ITAIAIA

Na puAdooetatl o Béomn, TV omoia dev PAETOLV Kal dev TpooeyYilovv Ta Toud1d.

| 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI ATAPAITHTH(EY)

[MPOEIAOITOIHXEH: Kivévvog coPapadv cuyyevedv dopoptidv. No pn ypnoyLoroteitol katd tnv
Konon N I yarovyio.
IIpénel va axolovBeite To mpdypappa TPOANYNG KONGNE TNG Aevaldouiong

8.  HMEPOMHNIA AHEHE

AHEH:

| 9. EIAIKEYX XYNOHKEY ®YAAEHX
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10. IAIAITEPEXZ IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATQN [TOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iomavia

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1316/001 7x1 oxAnpd konydxio,
EU/1/18/1316/002 21x1 crdinpd kayaKio

| 13.  APIOMOZX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHZ

| 16. TAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 2,5 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A6d106T0TOC YPAUU®TOS KOdKAG (2D) Tov @épet Tov TepIAn@BivTa LovadIKO avaYVOPIGTIKO KMOKO

18. MONAAIKOZXZ ANAI'NQPIEZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Lenalidomide Accord 2,5 mg oxAnpd koyakio

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP:

| 4. APIOMOX IIAPTIAAYX

Lot:

5. AAAA YTOIXEIA
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ENAEIZEIX I1OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 5 mg oxinpd koydxia
Aevoidopion

[2.  LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e kaydxio mepiéyetl 5 mg Aevaiidouiong.

| 3. KATAAOI'OX EKAOXQN

[epéyer Aaktoln. BAéme pUuALo 0dNYIDOV XPIONG Y10 TEPLGGOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

2KAnpd KoyaKio
X1 oKAnpa Koyakio
21x1 cKAnpd KoyaKio

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV XPNONG TPV OO TN XPTOT).
Amo6 Tov 6TOHOTOC XPION.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOLdIdL.

[ 7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

ITPOEIAOITIOIHZH: Kivouvog coBapmv cuyyevdv dtoapoptidv. No pin ¥pNoILoTotEiTon KaTd TV
Konon N ™ yoAovyia.
[Ipémer va axorovBeite To TPOYpApA TPOANYNG KONONG TNG Aevaldopiong

| 8. HMEPOMHNIA AHEHX

AHZEH:

| 9. EIAIKEX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iortavia

[12.  API®MOX(OI) AAEIAY. KYKAO®OPIAX

EU/1/18/1316/003 7x1 cxinpa Konydiio.
EU/1/18/1316/004 21x1 oxAnpd konydkio

| 13.  APIOMOZX IIAPTIAAX

Moprtida:

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTI'IEX XPHIHZ

| 16. TAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 5 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A163100T0TOC YPAUU®TOS KOdKaG (2D) Tov épet Tov TepIAneBivta LovadIKO avayVMPIGTIKO KMOKO

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 5 mg oxinpd koydkia

| 2. ONOMA KATOXOY THX AAETIAY KYKAO®OPIAX

Accord

3.  HMEPOMHNIA AHEHE

EXP:

| 4. APIOMOX ITAPTIAAX

Lot:

5. AAAA XTOIXEIA
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ENAEIZEIX I10OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY NPOIONTOX

Lenalidomide Accord 7,5 mg oxAnpd koydxio
AevaAdouion

[2.  TLYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e xoydxio mepiéyet 7,5 mg Aevaiidopuiong.

| 3. KATAAOI'OX EKAOXQN

[Tepéyer Aaktoln. BAéme pUALO 0dNYIOV XPHONG Y10 TEPIGGOTEPEC TANPOPOPIES.

| 4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

ZKANPO Koyaklo
7X1 oxknpd Koydxio
21X1 oxAnpd Koyakio

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV XPNONG TPV OO TN XPTOT).
Amo tov oTdHOTOC XPIOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MIPEIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN IIPOZEITIZOYN TA ITAIAIA

Na puAdooetatl o Béomn, TV omoia dev PAETOLV Kal dev Tpooeyyilovv Ta Toudid.

[ 7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIL), EAN EINAI ATAPAITHTH(EX)

IMPOEIAOITOIHXH: Kivévvog coPapadv cuyyevav dtopoptidv. No un ypnoioroteitotl katd tnv
Konon N ™ yaAovyio.
IIpénel va axolovbeite To mpdypappLa TPOANYNG KONONE TNG Aevaldopiong

| 8. HMEPOMHNIA AHEHX

AHEH:

| 9. EIAIKEX XYNOHKEYX @PYAAEHX
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10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iortavia

12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/18/1316/012 7x1 oxAnpd koydxio
EU/1/18/1316/005 21x1 cxinpd kayaKio

| 13.  APIOMOZX IIAPTIAAYX

IToptida:

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHEZHE

| 16. TTAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 7,5 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A163186T0T0¢ YPOUU®TOC KDdKaG (2D) mTov @épet Tov TePIANEBEVTO LOVASTKO OVOYVOPIGTIKO KMOKO

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 7,5 mg oxAnpd koyakio

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP:

| 4. APIOMOZX IIAPTIAAX

Lot:

5. AAAA XTOIXEIA
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ENAEIZEIX I10OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 10 mg oxAnpd koydxia.
Aevoidopion

[2.  LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e kaydiio mepiéyet 10 mg Aevoiidopiong.

| 3. KATAAOI'OX EKAOXQN

[epéyer Aaktoln. BAéme pUuALo 0dNYIDOV XPIONG Y10 TEPLGGOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

2KAnpd KoyaKio

7X1 oxknpd Koydxio
21x1 oxAnpd Koyakio

[5. TPONMOX KAI OAOX(OI) XOPHTHXZHX

AwBdote To QUALO 0INYIDV YPNONG TPV OO TN YPNON.
Amo tov oTdHOTOC XPIOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN IIPOXEITIZOYN TA ITAIAIA

Na puAdooetatl o Béomn, TV omoia dev PAETOLV Kal dev TpooeyYilovv Ta Toud1d.

| 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI ATAPAITHTH(EY)

[MPOEIAOITOIHXEH: Kivévvog coPapadv cuyyevedv dopoptidv. No pn ypnoyLoroteitol katd tnv
Konon N I yarovyio.
IIpénel va axolovbeite To mpdypapa TPOANYNG KONGNS TNG AevaAdouiong

8.  HMEPOMHNIA AHEHE

AHEH:

| 9. EIAIKEYX XYNOHKEY ®YAAEHX
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10. IAIAITEPEXZ IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iomavia

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1316/006 7x1 oxAnpd konydxio,
EU/1/18/1316/007 21x1 crdinpd kayaKio

| 13.  APIOMOZX IIAPTIAAX

IToptida:

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHIIEX XPHZHE

| 16. TAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 10 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0T0C YPOUU®TOC KDdKag (2D) mTov @épet Tov TePIANEBEVTo LOVASTKO OVOYVOPIGTIKO KMOKO

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY ITIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 10 mg okAnpd konydxia.

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP:

| 4. APIOMOZX IIAPTIAAX

Lot:

5. AAAA XTOIXEIA
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ENAEIZEIX I1OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 15 mg oxAnpd konydxia.
Aevoidopion

[2.  LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e kawydxio mepiéyet 15 mg Aevaiidopiong.

| 3. KATAAOI'OX EKAOXQN

[epéyer Aaktoln. BAéme pUuALo 0dNYIDOV XPIONG Y10 TEPLGGOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

2KAnpd KoyaKio
X1 oKAnpa Koyakio
21x1 cKAnpd KoyaKio

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV XPNONG TPV OO TN XPTOT).
Amo6 Tov 6TOHOTOC XPION.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOLdIdL.

[ 7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

ITPOEIAOITIOIHZH: Kivouvog coBapmv cuyyevdv dtoapoptidv. No pin ¥pNoILoTotEiTon KoTd TV
Konon N ™ yoAovyia.
[Ipémer va axorovBeite To TPOYpApA TPOANYNG KONONG TNG Aevaldopiong

| 8. HMEPOMHNIA AHEHX

AHZEH:

| 9. EIAIKEX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TON
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iortavia

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1316/008 7x1 cxAnpd koydKio
EU/1/18/1316/009 21x1 cxAnpd koydxio

| 13.  APIOMOZX IIAPTIAAX

TToaptida

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHIIEX XPHZHE

| 16. TAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 15 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0T0C YPOUU®TOC KDdKag (2D) mTov @épet Tov TePIANEBEVTo LOVASTKO OVOYVOPIGTIKO KMOKO

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY ITIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 15 mg oxAnpd koydxia,

| 2. ONOMA KATOXOY THX AAETIAYXY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP:

| 4. APIOMOZX IIAPTIAAX

Lot:

5. AAAA XTOIXEIA
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ENAEIZEIX I1OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 20 mg oxAnpd konydxia.
Aevoidopion

[2.  LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e kaydiio mepiéyet 20 mg Aevoiidopiong.

| 3. KATAAOI'OX EKAOXQN

[epéyer Aaktoln. BAéme pUuALo 0dNYIDOV XPIONG Y10 TEPLGGOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

ZiAnpd KoyaKio
X1 oKAnpa Koyaxio
21x1 cKAnpd KoyaKio

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV XPNONG TPV OO TN XPTOT).
Amo6 Tov 6TOHOTOC XPION.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXLH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOLdIdL.

[ 7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

ITPOEIAOITOIHZH: Kivouvog coPapmv cuyyevdv dtoapoptidv. No pin ¥pNnoILoTotEiTon KoTd TV
Konon N ™ yoAovyia.
[pémer va axorovBeite To TPOYpApA TPOANYNG KONONG TNG Aevaldopiong

| 8. HMEPOMHNIA AHEHX

AHZEH:

| 9. EIAIKEX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iomtavia

12.  APIOMOZXZ(OI) AAEIAY KYKAOQ®OPIAX

EU/1/18/1316/013 7x1 oxinpd koydxio
EU/1/18/1316/010 21x1 oidnpd kayéxia

| 13.  APIOMOZX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAEZEH I'lA TH AIAGEXH

| 15. OAHI'IEX XPHXHX

| 16. TAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 20 mg

17.  MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

A160186T0T0¢ YPOUUU®TOS KDOKAS (2D) mov pépel Tov TepAneBEvTo LOVAIIKO avayVOPLoTIKO KOOIKO

18. MONAAIKOZXZ ANAI'NQPIEZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY ITIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 20 mg okAnpd koydxia.

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP:

| 4. APIOMOZX IIAPTIAAX

Lot:

5. AAAA XTOIXEIA
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ENAEIZEIX I1OY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 25 mg oxAnpd konydxia.
Aevoidopion

[2.  LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

Ka0e kaydiio mepiéyet 25 mg Aevoiidopiong.

| 3. KATAAOI'OX EKAOXQN

[epéyer Aaktoln. BAéme pUuALo 0dNYIDOV XPIONG Y10 TEPLGGOTEPEC TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

2KAnpd KoyaKio
X1 oKAnpa Koyakio
21x1 cKAnpd KoyaKio

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV XPNONG TPV OO TN XPTOT).
Amo6 Tov 6TOHOTOC XPION.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOLdIdL.

[ 7. AAAH(EZL) EIAIKH(EX) IPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

ITPOEIAOITIOIHZH: Kivouvog coBapmv cuyyevdv dtoapoptidv. No pin ¥pNoILoTotEiTon KaTd TV
Konon N ™ yorovyia.
[pémer va axorovBeite To TPOYpApA TPOANYNG KONONG TNG Aevaldopiong

| 8. HMEPOMHNIA AHEHX

AHZEH:

| 9. EIAIKEX XYNOHKEYX OYAAEHX

97



10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TON
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iortavia

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/18/1316/014 7x1 oxknpd kayaKio
EU/1/18/1316/011 21x1 oxAnpd Konydkio

| 13.  APIOMOZX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHZ

| 16. TTAHPO®OPIEX XE BRAILLE

Lenalidomide Accord 25 mg

17. MONAAIKOX ANATNQPIZTIKOZ KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

A160186T0T0G YPOUUU®TOS KDOKAS (2D) mov pépel Tov TepAneHEvTo LOVAIIKO avayVOPIOTIKO KOOIKO

18. MONAAIKOX ANAI'NQPIZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX ITOY ITIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Lenalidomide Accord 25 mg oxkAnpd konydxia,

| 2. ONOMA KATOXOY THX AAETIAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP:

| 4. APIOMOZX IIAPTIAAX

Lot:

5. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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®YrAo 0oV ypiong: [IAnpogopieg yia Tov acevi)

Lenalidomide Accord 2,5 mg 6kAnpé kayaxio
Lenalidomide Accord 5 mg 6kinpd koyaxia

Lenalidomide Accord 7,5 mg 6kAnpé kaydxia
Lenalidomide Accord 10 mg oxinpd koydxuo,
Lenalidomide Accord 15 mg oxinpd koydxuo,
Lenalidomide Accord 20 mg oxAnpd koydxuo,
Lenalidomide Accord 25 mg exinpd koydxio

AevaAdouion

AP aoTE TPOGEKTIKG 0LOKAN PO TO QVAAO 0ONYLOV YP1ONGS TPLY UPYIGETE VU TALPVETE AVTO TO

PaproKo, O16TL TEPLAUUPAVEL CNUAVTIKES TANPOYOPIES Y10 GOG.

- DoraEte avtd TO PUARO 0dNYIDY YpNong. Towg ypelaotel va to daPdcete Eavda.

- Edv éxete meportépo amopieg, poTNGTE TOV Y10TPO 1] TOV QAPLOKOTOLO GOGC.

- H ovvtayn yio 0v1é To @appaxo yopnyno0nke arokAieloTIKE Y10 60C. AEV TPETEL VO OADCETE
70 @dpnoko og drhove. Mmopei va Tovg mpokarécel Brafn, axépa ko étav o
ovunTAONETAe TNS 0o0fverag Tovg givon idwa pe Ta 01Kké cac.

- Edv mapatnpnoete kdmoo avemBOun T evEPYELN, EVILEPDOTE TOV YIUTPO N TOV POPUAKOTOLD
c0G. AvTd 1oyvel kot yo kabe mhovy avemBOunT EVEPYELN TOV OEV OVOPEPETOL GTO TAPOV
@OAAO 0OMy1dV ypriong. BAéne mapdypago 4.

T Tepréyer To Tapov VAL 00N LAV

T eivon To Lenalidomide Accordiat mowa ivat n gprion tov
T npémer va. yvopilete Tpv mdpete o Lenalidomide Accord
Ié¢ va napete To Lenalidomide Accord

[MBovég avemBOunTeC evépyeteg

Mo va pvidooete to Lenalidomide Accord

[TepieydLevo TG CLGKELOGING KOl AOITES TANPOPOPLES

S N

1. Tu givor to Lenalidomide Accord kau owa gival 1 xpiien Tov

T givan To Lenalidomide Accord

To Lenalidomide Accord ypnoylonoleiton o€ eviAKeS Yo
o [oAhamdd poéhmpa

MveloduoTAUG TG GOVOPOLLOL

Aépoopo amd KHTTOP TOL LavoHa

OLdoeg AMéppmpa

Iow givar n xpiien Tov Lenalidomide Accord
To Lenalidomide Accord ypnowomoteitor o€ evilikeg yuo. TOAAOTAO HEAOUA Kol TO OLMOES
AEpOOUOL.

MMoAhamAhé pvéiopo.

To moAAamAd puéhmpa givor Evog TOTOG KapKivov Tov ennpedlet £va GUYKEKPLUEVO EI00G AEVKDV
apoceatpiov, Tov ovopdloviotl KOTTOpd TAGGLATOS. AVTE TO KOTTOPU GUYKEVIPMVOVTAL GTO LVEAD
TOV 0GTAOV Kol S1opovvTol EKTOG EAEYYOV. AVTO pmopel vo PAAYEL T0 06TA Kot TOVG VEQPOUC.

I'evikd 10 ToAomAd poélmpa dev pmopel va Bepamevdel. Qo1d60, Ta oMUEio KO TO GUUTTMLOTO,
UopohV va EAUTT®O0VY GNUAVTIKA 1) VO EEQPAVIGTOVV Y10, IO ¥POVIKT TTEP1050. AVTO ovopdleTot
«OVTOTOKPLON Y.

Neodwyvmohév moAomAd poéimuo - oe acheveic Tov £yovv vroPAndei oe peTaudoysvLon HLEAOD TV
00TV
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To Lenalidomide Accord ypnowonotgitatl pévo tov w¢ Bepameio cuvtipnong LETA and enapkn
OTOKATAGTACT 1 OTtoio akoAoLOEl TN HeTAUOGYEVOT] LVEAOD TOV 0GTMV.

NeodayvmcBév molhamhd puélopa - oe as0gveic mov dev pmopovv va vofAn6odv ce PHeETAUOGYELON
UVEAOD TMV 0GTAV

To Lenalidomide Accord Aappdvetor poli pe dAlo edppoka: Avtd umopei va mepthapupavooy:

o ¢va ynueofepamevtikod Pappoko mov ovoudletol «Boptelopipmny

® £VO OVTUPAEYHOVAOOEG PAPLOKO TOL ovoudleTor «oe&apefalovny.

o &va yNUEBEPUTEVTIKO PAPOKO TOV OVOUALETOL KUEAPAAGV KoL

e £V0 0VOGOKUTOGTOATIKO PAPLOKO TOV OVORALETOL «TTpedvilovny.

Ba mapeTe AVTA TO ALY QAppOKA KaTd TV Evapén tng Bepameiag Kot Katomy Ba cuveyiocete va
maipvete T AevaAdouion povn e

Ye mepintoon mov giote nAKiog 75 eT@v 1 Avo 1 EETE LETPLA £®G GOPOPA VEPPLKE TPOPAaTH — O
Yiotpd¢ cag Ba cag e€etdost TPOoEKTIKA TPy TNV Evapén ¢ Bepameiog.

HoMoamdd poéhoua - oe acBeveic Tov £yovv Adfet tponyovuevn Bepameio
To Lenalidomide Accord Aaufdvetor poali pe Eva avtipreypnovodeg eapuoko wov ovoudletat
«oe&opefalovny.

To Lenalidomide propei vo otapotnost v eTSEivOcn TOV OTUEIOV KOl GUUTTOUATOV TOL
TOALOTTAOD puelmpatog. ‘Eyxel eniong kotadeiybel 6TL kabvuotepel TV VTOTPOTY| TOV TOAAATAOD
ULEA®UOTOG LETE T Oepameia.

MvugrodvomiaoTikd cvvopopa (MAX)

Ta MAX nepthopfavouy ToAAES S10pOPETIKEG VOGOLE TOV QUOTOG KOl TOV HLELOD TV 0oTtdv. Ta
OLOcEAipla YivovTal U LGIOA0YIKE Kot dev Agrtovpyovv cmatd. Ot acbeveic pmopovv va
EUPAVICOLV H10L TOKIALD OTTO OMUELD KOl GUUTTMOUATO, TOV TEPILAUPAVOLV YauUnAd apBud epvdpadv
ooceaipiov (avarpia), avéykn yior LETAYYIoT iatog Kot S1oTp€yovv Kivouvo Aoipméng.

To Lenalidomide Accord ypnoylomoteitat poévo tov yia ™ Bepaneio evniikov acBevav mov £xovv

dwyvootel e MAZ, 6tav 1oyhouv A0 To TAPOKAT®:

o ypeldleoTe TAKTIKEG LETAYYIGELS QULLOTOG YO TV OVTILETMOTION TOV YAUNADY ETITESOV pLOPOV
opocpatpiov («ovoipio Tov amottel peToyyiceio»)

e &YETE IO KVTTOPIKT AVOUOAMO GTO HUEAD TV 0CTMV TOL OVOUALETOL CUEHOVOUEVN
KUTTOPOYEVETIKT] OVOUOAIO ATMOAELNG TOV PHOKPOD GKEAOVS TOV YPOUOCMOUOTOS 5». AVTO onpoaivel
OTL 0 0PYOVIGUOC GOG OV TAPAYEL APKETA VYU OLLOCPOIPLOL

e GAlec Bepameiec mov Exouv ¥PNOLOTONOEL TPONYOLUEVMC, dEV Elval KATAAANAES 1 dev dpovv
OPKETA KOAGL.

To Lenalidomide Accord pmopei va avénoet tov aptfpd Tav vyidv Epuipdv aposeapimv Tov

TOPAYEL TO CAOLO LELDOVOVTOS TOV OPOUO TV U1 PLGLOAOYIKOV KUTTAPWV:

e 0ovTd umopel va pewdoel Tov apBud tov petayyicewv aipatog wov yperalovratl. Eivar mbovo va
U1 XPECTOVV LETAYYIGELC.

Aépoopa amd KoTTOpa ToV povova (AKM)

To AMppopa and kKdtrapa Tov povdva (AKM) elval évag kapkivog EvOg TUNOTOG TOL 0VOGOTOTIKOD
GLOTNHLATOC (TOV AEUPIKOV 16TOV). Emnpedlel évay Tomo Aevkdv aiposeatpioy mov ovoudlovral «B-
Aeppoxvttapoy 1 B-kottapa. To AKM eivar po voésog émov ta B-kbttopa avantdccovtot e
aveEEAEYKTO TPOTO KOl GLCCOPEVOVTOL GTOV AEUPIKO 10TO, TOV LVEAD TMV OGTAOV 1) TO L.

To Lenalidomide Accord ypnowonoteitar povo tov yo ) Oepaneio evniikov acHevov Tov Egovv
AdPer Tponyovuevn Bepameio e AL QAPLAKAL.
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Olooeg Aépoopa (OA)

To OA eivon évag Kapkivog apyng eEEMENC mov TpooPardet Ta B-Aeppoxvttapa. Avtd sivon £vag
TOTOG AEVK®V OHoGPatpiV Tov Ponbody Tov opyoavioud cog va Katamolend Tig Aouméelc. Otov
&xete OA, mapa ToALA amd avTd T B-AepokdTTopo eVOEXETAL VO GUYKEVTPMVOVTOL GTO L0, TOV
HLELS TOV 0GTOV, TOVG AEUPAOEVES KOl TOV CTTAN VO, GOG.

H Aevaiidopidn Aappdvetor pali pe Eva GAAO @APLOKO TOV OVOUALETOL «PITOLEYAUTN Y10, T
Oepameio evnAikov acBevav mov Exovy vrofindel oto mapehBov oe Bepameia yio olddec AEUPOLLOL.

Mg dpa to Lenalidomide Accord

To Lenalidomide dpa ennpedloviog 1o 0voGomoTIKO GVGTHLO TOV GMOUOTOS Kot EMTiOeTon omevdeiog

GTOV Kapkivo. Apa e po 6Epa amd SLopOPETIKOVS TPOTOVG:

®  CTOUOTOVTOG TNV AVATTLUEN TOV KOPKIVIK®OY KUTTAP®V

®  JOKOTTOVTOG TNV AVATTLEN TOV AOPOP®V OYYEIWV GTOV KAPKiVO

®  £VEPYOTOLOVTOG LEPOG TOL BVOCOTOUTIKOD GUGTNUOTOC MOTE VoL EMITEDEL T KAPKIVIKE
KOTTOPO.

2. T npéner va, yvopilere wpy wapete to Lenalidomide Accord

Ipémer va S10fdoeTe T QUAAG 00 VLAV AP OGS OOV TOV QUPUIKEVTIKOV TPOTOVTMV TOL O
MoeBovv o€ suvévaopo pe o Lenalidomide Accord mpwv tnv évapén g Oepanciog pe
Lenalidomide Accord.

Mnyv mapere 1o Lenalidomide Accord:

. €dv eiobe €ykvog, vopilete 6T pmopel va gloBe Eykvog 1 oyedialete va peivete £yKvog, o10TL )
Aevaidopion avapévetar va Ttpokaricel PAapn oto épppvo (PA. mapdypaeo 2, «Konon,
ONAaopog Kot avTicOAANYN — TANPOQOPIEG Y10 YOVOIKES KOl AVOPESY).

e &dv pnopeite va peivete £ykvog, eKtdg ebv AapPavete O o Ta amapaitnTo LETPOA Yo VOl
eumodioete o evoegyopevn komon (PA. mapdypago 2, «Komon, Oniacpog Kot aviicOAAN YN —
TANPOQOPIES Y10 YOVAIKEG KOl AvOpeg»). Edv umopeite va peivete £ykvog, o ylotpdg cog Oa
kataypayet pali pe ke cuvtayn 6t Exovv Anedei Ta amapaitnto pétpa Kot Bo oog xopnynoset
avtv Vv emPBePaimon.

e  o¢ mepintwon aAlepyiog oTn AEVAAIOOUION 1) GE OMOLOONTOTE AAAO OO TO GLGTATIKA AVTOV TOL
POPUAKOD TOV avaPEPOVTOL oTNV Tapdypago 6. Edv vopilete 611 pmopel va éxete adiepyio oto
papuako, cuppfovievbdeite Tov yoTpod Gog.

e mEPIMTMOOT TOL OTOLUONTTOTE OO AVTEC TIG KATUOGTAGELS IGYVEL GTNV TEPITTOGN GOG, UMV TAPETE
Aevoldopion. Edv éyete apeipoirieg, amevbuvbeite otov yotpd cog.

[pogdomomceis ko TPoPLAGEES
AmevOuvlsite oTov YI0TPO, TOV QUPUOEKOTOL) 1] TOV VOGOKONO GUOC TPLV TAPETE AEVUALOONION:
o &qv &yete gupavicel OpouPovg oto aipa kaTd To TPV - £xete avENUEVO Kivouvo avamTuéng
OpopPov aipotog otig PAEPEC Kot TIg apTnpieg kKatd TN ddpkela tng Oepameiog
o &dv &yete omoladnmote onpeio Aoipméng, 6Tmg frya 1 TVPETO
o €av €xete M eiyote oto mapeABoOV 10yevn Aoipmén, Wiaitepa Aoipmén and nratitida B,
avepoProyud-épmnta Cootnpa, HIV. Edv éxete appifories, anevbuvieite otov yiatpo cag. H
Oepameio ple AevaAldopion Umopel vo TPOKAAEGEL TV EXAVEVEPYOTOINGT| TOV 100 o€ 0s0eveic
OV PEPOLY TOV 10. AVTO £YEL MG ATOTEAEGLO TNV EXAVEUQAVIOT] TNG Aoipméng. O y1atpdg oag
Oa mpémel va eAéyEel edv giyarte moté Aoipwén and nratitido B
o &ghv €yete veppiKd TPoPANLATO — O YITPOS GOG EVOEYETOL VA TPOSAPUOGEL TN 00T GOg
AEVOALOOUIONG
o &lv &yete vootel KopdlaK TposPorn, eiyote moté OpouPo aipatoc N edv komvilete, Exete
VYNAN opTNPLOKN TTieoT | VYNAG eineda YOANGTEPOANG
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o &dv &yxete gupavicel P OAAEPYIKT avTidpaon KoTd T dtdpkela Anyng e Bodopiong (éva
GAAO PAPLLOKO TTOV YPNGULOTOLEITOL Y10, TN Bepameio TOL TOALATAOD PHVEADLOTOS) OTMC
e&avonua, kvnopod, oidnua, {4An 1 SuckoAio 6TV avamvon

o £yete ekONAMOEL 6TO TOPEAOOV Evay GUVOVAGLO ad OTOdNTOTE 0o TO. akOAoVO
cuumTTOpOTH: dtdyvto eEAVONL, EpLOPO dépa, LYNAR BepUOKPOGiD COUATOC, CUUTTMLOTO
YPIR®O0VS GUVOPOUNS, VENCEIC NIaTIK®Y eviOU®Y, ovouaiicc oto aipa (nocwvoeiiia),
SOYKOUEVOVG AEUPAOEVEC — TA Eivor onpeia pog cofopnc SEPUOTIKAG avTIOPAONC TOV
OVOUALETOL QUPUOKEVTIKN AVTIOPAON UE NOGIVOPIAIN KO GUGTNUOTIKG GUUTTMOWUOTA, ) OTTOi0
gtvon emiong yvoot wg DRESS 1 oOvdpopo vrepevaicneiog oe pdppako. (BA. exiong
mapaypago 4 “ITbavég avemBounteg evépyeleg”.)

g TePINTOOT TOV OTOLUONTOTE OO TO TAPATAV® 1oYVEL GTNV TEPITTWCT GUG, EVILUEPDTTE TOV
YOTPO, TOV PUPLOKOTOLO 1| TOV/TNV VOGOKOUO oag TPty TNV Evopén tng Bepameiog.

Omowadnmote oTiypn] KOTA TN drapkera g Oepameiog 1 petd amwd avTiV, EVIREPACTE TOV YLATPO
1 TOV VOGOKONO 060G OPECOG EAV:
® mapovcldcete OOAWON, AmM®AELN TNG OPAoNC N STAMTIN, SVoKOAA 6TV OfAld, advvapio 6To
¥€PL N 670 TOSL, AALOYT GTOV TPOTO TOV TEPTATATE 1| TPOPANUATO, LLE TNV 1GOPPOTTIL GO,
EMILOVO LOVOIAGLLO, LEIOUEVT] AGONTIKOTNTO 1] OTOAELD OIOONTIKOTNTAG, ATOAELD LWVAUNG T
ovyyvon. Ola avtd umopel va amoTelohv CUUTTOUOTA HitG GOPaPNG Kot SuVNTIKA
Bavatneopag eykePaAKNG TAONONG, YVOOTAG MG TPOTOVCH TOAVEGTIOKY
AevkoeykeparondOelo (PML). Edv giyote avtd to copntdpoto tpv and ) Oeponcio pe
AEVOAOOUION, EVILEPDOTE TOV YIOTPO GG OYETIKA e TUYXOV OALAYEG OE QUTA TOL GUUTTMLLOTOL.
e ckdNAmoeTe duoTVoLd, KOT®ATN, LAAN, TOVO 010 6THH0G, TaYVTEPO KAPIOKO TAANO 1 TPNEWO
oTa OO0, 1] TOVE AGTPAYAAOVG. AvTd pmopel va eitval cuumTOpaTa pog cofapng Tanong, n
omoia eival yvmoti w¢ TveLpoVviKn véptaon (PAEre Tapdypapo 4).

Aoxipooisg ko £Leyyol

[pwv ka1 katd ™ ddpketo TG Oepomeiog pe Aevardouion Oa kaveTe TAKTIKES OUOTOAOYIKEG
e€etdoeic. Avtég Oa tig kdvete emedn to Lenalidomide Accord pmopei va mpokaiécet peimon tov
aipoceapiov mov Bondoldv atny kaTomoAéunon AoUdEE®Y (AgVKE apoc@aipta) Kot oty &N Tov
aipatoc (apomeTditla). O yaTpog oag Bo coc {ntmoet va kdvete e€€taon aipotog:

e mpwv N Bepameio

e KGBe efdopada yuo TIg TpdTEG 8 EfdOAdEG TNC Bepameiog

® 0TI CLVEYELN, TOLAAYLOTOV KABE UAVA LETE amd aVTO TO JLACTN L.

Mmnopel va alodoynOeite yia onpeio KapdomVELHOVIK®VY TPORANUATOV TPV omd Kol Kot TN
duapketla g Bepameiog pe Aevaidopuion.

lNo aoBeveic pe MAE mov Aapfdvovv Aevaidopion

Edv éyete MAX, vdpyel avénuévn mlovotnta vo ELQOVIGETE [0 TLO TPOYMPNIEVT KOTAGTUGT) TOL
ovoualetar o&eio pveroyevig Aevyoic (OMA). EmmAéov, dev eivatl yvwoto nog to Lenalidomide
Accord gnnpedler Tig mBavomteg va eppavicete OMA. O yiotpdg 60G UTopEl, ETOUEVOC, VO OOG
VoPAaAAEL GE EETACELS Yo TOV EAEYYO OMEi®V, TO ool pmopel va TpoPAEyovV KaADTEPD TV
mBavotnta vo eueavicete OMA katd ™ didpreia g Bepaneiog oag pe Lenalidomide Accord.

lNo aoBeveic pe AKM mov Aaufdvouv Aevaidopion

O ywTpog oag B cog {ntoet va Kavete eEétact aipatog:

e 7pw amo ) Oepaneia

o KkGOe efdoudoa yuo Tic TpmTEG 8 Efdonddeg tng Oepameing (2 KoKAOL)

e o™ ovvéyeln, kKabe 2 efdouddeg katd Tovg kKokAovg 3 kat 4 (PA. mapdypapo 3 «Kivkhog
Oepomeiogy Yo TEPIGGOTEPES TANPOPOPIES)

e  uetd amd to onpeio avtd Ba dievepyeitar katd tnv Evapén Tov KABe KOKAOL Kot

e TOVAd)OTOV Uia Popd KéBe pnva.

T acBeveic pe OA mwov Aaufdvovy Aevoidouion
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O ywTpog oag B cog {ntost va Kavete eEETaoT aipLaTog:

e 7mplv amd T Bepaneio

o KaBe efdopada yuo Tig TpdTeg 3 €fdopades (1 KOKAog) g Bepameiog

e OTN oLVEKELD, KABE 2 gfdopddeg Katd Tovg kKuKAOVS 2 m¢ 4 (PA. mapdypagpo 3 «Kokhog
Oepomeiogy Yo TEPIGGOTEPEC TANPOPOPIEQ)

e  uetd amd to onueio avtd Oa dievepyeitar katd TV Evapén Tov KAOE KOKAOL Kot

e TOVAGYIoTOV Uia @opd KGOe pnva.

O ywTpog oag pmopel vo eEETAGEL AV £XETE LYNAO GUVOMKO POPTIO OYKOV GE OAO TO GO,
GUUTEPTLOUPAVOUEVOL TOV LDEAOD TOV 0GTMV GOC. AvTtd B0 UTOPoVGE VoL 00N YNCEL GE L0l KOTAGTAON
OOV 01 OYKOL OTOSOLOVVTOL KOl TPOKOAODV 0oLVHON EMIMESQ YMLUKOV OVGIOV GTO Qi TTOV UTOPOVV
VO 001 YNICOLV GE VEPPIKT AVETAPKELD (VT 1] KOTAGTAOT ovopaletal «Zvvopopo Aveong Oykovy)

O yatpog oag pmopel vo oag e&etdoet o LetafoAég 6To dépa Gag, OTmG pLOPEG KNAIdEC 7
eEavOnuata.

O ywTp6g oag propel va Tpocapprdcel T 600m Aevaldopiong 1 vo otapatioet ) feponeia oG pe
Béon o amoTEAEGLOTO TOV OUATOAOYIKGOV EEETACEMVY KO TN YEVIKT 00g KaTdoToon. Edv éxete
dyvmoBel TpodcPUTa, 0 YIOTPOC GOC EVOEYETOL EMioNg va a&loloynoet T Bepamneia cog pe Baon v
NAikio cog Kol GALEC KATAGTAGELS AO TIC OTOIEC EVOEYOUEVMG TAGYETE.

Awpodooio
Agv mpémel vo dwpiceTe aipa Kotd T didpkela TG Oepameiog Kot yio TOVAAYIGTOV 7 NUEPES UETE TO
TéA0G NG Bepoameiag.

Howowd kan Epnpor
To Lenalidomide dev cuvietdtal yio ypnomn o€ Toudid Kot prfoug Kdtom twv 18 eTdv.

Hlamxwopéva aropa kot dtopo pe vepikd tpopfinpata
e mepinton mov glote nMkiog 75 €TV 1 Avo 1 £xete PéTpLa £m¢ coPapd veppikd mpofAnpota — o
ywTpdg cag Ba cog eEetdoel mpocekTikd Tpv TNV Evapén g Bepameiog.

Alha gappoxe kor Lenalidomide Accord

Evnuepdote Tov y10Tpd 1 TOV VOGOKOWO GOG £0V TalpVETE 1 £YETE TPOGPOTO TAPEL AAAL QAPLLOKOL.

AT opeileTarl 6To YEYOVOG OTL 1] AEVAAISOUION UTTOPEL VoL ETNPEAGEL TOV TPOTO OPACTG OPIGUEVDV
AV eapudkov. Emione, opiopévo dAla @appoka LtopovV Vo EXNPERCOVY TOV TPOTO dPAoNS TG
AeVaALOOpIONG.

Ewwdtepa, evnuep®oTe TOV Y10TPO 1] TOV VOGOKOUO GOG 0V TOAPVETE OTOL0OMTOTE Ao T, akOAOLOa

QAPLOKOL:

o  OplOoUEVO PAPLOKO TTOV YPNGLLOTOLOVVTOL Y10 TNV TPOANYN TNG EYKLLOGVUVNG, OT®G TOL AtO TOL
OTOUATOG XOPNYOVUEVA OVTIGVAANTITIKA, KaOmG pmopel vo dtakomel | dpdon Tovg

®  OPICUEVO PAPLOKO TTOV ¥PTGLLOTOIOVVTOL Y10 KapdtoKa TpofAnpata - 6mmg 1 dryo&ivn

®  OPICUEVO QPAPLOKO TTOV ¥PTGLLOTOIOVVTOL Y10 TV 0pOimGcT) TOV aipatog - 6nwg 1 foapeapivn

Kinon, Onhoopoc ko aviioOAnyn — TApo@opieg Yo yOVaikes Kol Gvopeg

Kdnon
T Tic yuvaikec mov maipvouv AEVOAOOLLION

o Mnyv whpete AevaAOopion eav eloTe £YKVOC, S1OTL AVapEVETAL VO, TpoKaAEGEL PAGPN GTO
éuppvo.

. Agv mpénel va, peivete £YKvog v Taipvete AeVOAOOUIOT. ZVVETMS, TPETEL VO YPNCLOTOLETE
amotelecpatiKég HeBddovg avTIGOAANYNG €0V €l0TE Yuvaika pe duvatdtnta tekvomoinong (BA.
CAVTIGOAN YN TOPOKAT).
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o Edv peivete €yxvog katd ) didpkeia tng Oepaneiog oag pe AevaAdopion, CTANATNOTE T
Oepameia KoL EVNIEPDOTE TOV YLUTPO CAG GLEGAL.

T tove Avdpec Tov Taipvouv AEVOALOOUION

. Yg TePINTOOT OV 1 CHVTPOPOG GOG UEIVEL £YKVOG EVA TTOiPVETE AEVAAIOOUION, TPETEL VOl
EVUEPMGETE TOV Y1UTPO oag dueca. [Ipoteivetatl 1 6OVIPopoOg Gog va avalnTioeL LTPIKY
cuppovin.

o [lpénel emiong va ypnoyLonoleite omoTeAeoUATIKEC LEBOSOVG avTIGOAANYNG (PA. «AVTIGOAANYN»

TOPAKAT).

Oniaopdg

Mn Onidalete evod maipvete Aevoldopion, 610Tt dev givatl yvooto by 1 Aevaiidopidn nepvd 6to
unTpo yola.

AvTicOAMyn

I yovaikeg mov maipvovy Asvoidopion

[Ipotov apyicete T Bepaneio, pOTNOTE TOV YI0TPO GOG EGV UTOPEITE VAL LEIVETE £YKVOG, OKOLLOL KoL OV
vopilete 6t avtd lvar anibovo.

Edv pumopeite va peivete yxvog

o 0o KAvete TEGT YKLHOGVUVNG VIO TNV EMIPAEYN TOL Y1ATPOL GO (TpLv and Kabe Bepaneio, kabe
4 gBdopddec katd T dapkelo TG Bepameiog Kot TovAdylotov kdbe 4 efdopadeg petd to TéA0G
g Oepameiag) extdg 0mov £xel emPePaiwbdel dtL 01 caATyyeg £yovv KoTel kot mep1debel, mate va
U1 LTOPOVV T MAPLO VO, TPOGEYYIGOLV TN UNTPa (CUATLYYIKT GTEIp®OT))

KAI

e TPEMEL VA YPTCIUOTOIEITE AMOTEAEGLATIKES LEBOGOVG AVTIGOAANYTG Vi 4 BdopAdec TPy TV
évapén g Bepamneiag, kotd ) ddpkela TG Bepameiog Kot péypt TovAdyloToV 4 €fOONAdEG peTd
10 T€A0G NG Bepaneioc. O yiatpog oag Oa cog GVUPOVAEVGEL Y10 TIg KUTAAANAEG HeBddovg
OVTIGVAANYTG.

Mo dvdpeg mov maipvovv Aevaidopion

H Aevalidopidn nepvd oto avBpomvo onéppa. Edv n odvtpoog cag eival £ykvog 1 propet va peivet
£YKV0G Kot dgV YPNCIULOTOLEL OTOTEAECUATIKEG LEBOOOVE OVTICOAANYNC, TPETEL VO YPNCILLOTTOLEITE
TPOPLAAKTIKG KOTA TN Stdpkelo TS Oepameiog kat yio TOLAAYIGTOV 7 NUEPES LETA TO TEAOG TNG
Oepamneiog, axopa kot ov Exete VIOPANOEL o€ eKTOUN GTEPUATIKOD TOPOL.

001 yNoN Ko YEPIGPUOS POV RATOV
Mnv odnyeite N} xepileote unyavhuota eav aicbavieite (oAn, kKOT®OMN, vIVNAia, Exete IAlyyo 1 Baunn
OpaoT HETA TN ANYT Aevodouiong.

To Lenalidomide Accord mepiéyer Aaxtoln

To Lenalidomide Accord mepiéyet Aaktoln. Av o yloTpdg 6ag, 60g £XEL EVIUEPDGEL OTL EYETE
dvoavelio e OPIGUEVH CAKYOPM, ETIKOVOVIOTE LE TOV YIUTPO GOG TPV TAPETE AT TO
QOPUOKEVTIKO TPOIOV.

3. IIog va mapete To Lenalidomide Accord

To Lenalidomide Accord mpénet va xopnyeiton og £60G amd emayyelpaticc vyeiog TEnEPOUEVOVS GTNV
OVTILETOTIOT TOV TOALOTAOD HVEADIOTOS, TV LVEAOOVOTAUGTIKOV GUVOPOU®V, TOV AEUPDLOTOG
omd KHTTOpa TOL POV 1 TOV 0{MOOVG AEUPDOUATOC.

e Ortav ypnoipomoteiton yio tn Ogpomeio Tov TOAAOTAOD pueAdLATOC 08 acbevelg mov dev eivan
KATAAANAOL Y10 LETAPOGYELOT LVEAOD TV 0GTMV 1| £XOVV TPONYOLLEVMG AAPeL AAlec Bepameiec,
1 AevaAidopion AapBdaveral pe diia eappoxa (A. mapdypago 1 «Ilowa givar ) ypron e
AEVaAIBOUIONC»).
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e Otav n Aevaldopion ypnoiponoteitol yio T Bepaneio Tov ToAAamAod poeldpoToc, o acbeveig
7oL £YovV VTOPANDEL GE PETAUOTYEVGT LLELOD T®V 00TMOV 1| Yo T Oepaneio acbevav pe MAX 1
AKM, Aappdaveral povn tg.

o Otav ypnoomoteitor yia ) Ogpaneio Tov 0{®OOVG AEUPOUATOG, 1] AeVaAdouion AapupdaveTol pe
éva GALO QAPLOKO TTOL OVOUALETOL «PLITOVEIUAUTNY.

ITavrtote va maipvete oVTO TO PAPLOKO AVGTNPE COLPOVO LE TIG 00N YiEG TOL YLoTpoL cog. Edv éxete
apelBoliec, pmTACTE TOV YIOTPO 1) TOV POPLOKOTOLO GO,

Edv Aappdvete Aevoldopion o€ cuvovacpo pe GAAa Qappoka, Oa mpémel va avatpeéEeTte ot OUANY
001 YLDV YPNONS CLTAOV TOV PUPUAK®DV Y10 TEPIOCOTEPEG TANPOPOPIES GYETIKA UE TN YPNOMN KO TIG
EVEPYELEG TOVG.

Kvklog Ogpameiog

To Lenalidomide Aappdvetar oe cuykekpipéveg nuépes yia 3 efdouadeg (21 nuépeg).

o  KdBe ddotnua 21 nuepdv ovopdaletar «kvkhog Oepomeioy.

e Avdloya pe v nuépa Tov KVKAOL, Ba TtapeTe Eva )| TEPIEGOTEPO. aTd TO PAppaKa. 26TOG0, G
OpLopEVEG NUEPEC dev Ba ThpETE KATO0 Od TAL PAPLLOKAL.

e Mertd Vv oAokAnpwon kdbe kokAov 21 nuepdv, Ba mpénel va apyilete Eva vEo «KOKAO» Y10 TIG
enodpeveg 21 nuépec.

'H

To Lenalidomide AapPdvetar o cuykekpipéves nuépes yio 4 efdopnadeg (28 nuépeg).

o  KdBe Sdotnua 28 nuepdv ovopdletar «kvkiog Bepameio.

e  Avdloya pe v nuépa Tov KVKAOL, Ba TtapeTe va 1 TEPIEaOTEPA OO TO PAppaKd. 6TOG0, G
OpLoUEVEG NUEPEC dev Ba ThpeTE KATO0 0d TAL PAPLLOKAL.

e Mertd Vv oAokAnpwon kdBe kOKAoL 28 npepdv, Bo TPEmEL va apyiceTe £va VEO «KUKAO» Y1d. TIG
enopeveg 28 nuépeg.

Iloco Lenalidomide vo mapete

IIpwv v évapén g Bepaneiag, o Y1aTpdg oG Bo GO EVILEPDGEL GYETIKA LIE:

e 710 moo™ Aevardopion Ba tpénetl va TdpeTe

e 70 mOCO Omd Ta AALO QApLAKN Bo TPETEL VO TAPETE GE GLVOLOGUO LLE AEVOAOOUIOT, EAV
vrdpyovv

o TIg NUEPEC TOL KOKAOV Bepameiag Kotd Tig onoieg Oa mpémet va Aapfavete To kGOe appako.

Mog kor TéTE Vo TAPETE Aevaloopion

e  Koartanivere ta Kokl oAOKAN PO, KATA TPOTIUNGN UE VEPOD.

e  Mnv ondlete, avolyete N pocdte To kaydkio. Edv 1 okdévn ond €va omacpévo KoydKlo
Aevoldopiong épOel og emapn e TO dEPUA, TADVETE TO OEPUA OUECMG KOl GYOLOCTIKG [LE VEPD
K0l GOmTOVVL.

e Oemayyeipaties vyelag, To dtopa mov epovtilovv achevelg kot To PéEAN Tng owkoyévetag Ha
TPETEL VAL OPOVV YavVTIO piag ypioemg OTov ¥epilovtol TNV KUWEAN 1| TO KOWAKLO. XT1 CUVEXELN
T YAvVTIO 00 TPETEL VO, APaLpOVVTOL TPOGEKTIKA £TCL MOTE VO OTOPEVYETOL TVYOV EKOECT] TOL
déppoTog, va tomobetovvtal € cPpaylopevn TAAGTIKT GOKOOAO 0o ToAVABVAEVIO Kot val
OTOPPITTOVTOL GOUPOVA LE TIG KATH TOTOVGS 10YVOVGES GYETIKEG SIATAEELS. XTT GLVEXELN T XEPLA
Ba Tpémetl va TAEVOVTOL OYOAACTIKA [le Gomovvt Kot vepd. Ot yovaikeg mov givor £yKveg 1
mOavoroyohV OTL umopel va eivar Eykueg dev mpémet va yewpilovtat Ty KuWEAN 1 TO KOWEaK10.

e  Ta xaydkio pmopovv va Anebovv gite pe Tpoen| gite yopic.

o [lpénet va maipvete AevaAldOpidN TEPITOL TNV 1010 DPA. TIG TPOYPUULOTICUEVEG LEPECS.

Iog va Tapete To PapproKo avtod

Mo mv aeaipgon tov koyakiov amd TV KLWEAN:

e  miéoTe uOVO TN pio dipn Tov kayokiov mate vo e£EADEL amd To EUAAO aAovutviov

e unv aokeite mieon oTo KEVTPO TOL KOWaKioV, KOOMS aVTO PUTopEl Vo, TPOKAAEGEL TO GTLAGILO TOV.
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Awdpkela g Oepameiog pe Aevaidopion

To Lenalidomide Aapdvetar og khkAovg Bepomeiog, kabévag amd tovg onoiovg dropkei 21 1

28 nuépeg (PA. mapomave «Kokhog Oepameiagy). [Ipénel va cuveyioete Toug kKOKAOLG Oepameiag uéypt
0 YTpOG GOG VO GOG GVUPBOVAEVCEL VO GTALUATIOETE.

Edav wapete peyardtepn 666n AeEVOAIOONIONG 0T6 TNV KAVOVIKNY
Edv mapete peyodlvtepn 66om AevaAidopuiong omd exeivn mov cog £yl cuvtayoypoendei, evnuepoote
TOV YTpO GOG ALETAL.

Edv Eeydoete va TAPETE TO AevaldOopion

Edv Eeybdoete va mhpete AeVOAISOUION TNV KOVOVIKH OGP0 KOl

o ¢yovuv mepdoet Myotepeg amd 12 mpeg: mAPTE TO KAWYAKIO AUECHC.

e &yovv mepdocel meplocoTepes amd 12 dpec: unv mépete 10 Kaydkio. [Idpte 10 endpevo Kaydkio
ocuvnBopuévn dpa TV ETOEVN NUEPO.

Edv éxete meplocdtepeg EpMTNCELG GYETIKA LLE TN YPNOT AVTOV TOL PAPUAKOL, POTHCTE TOV Y10TPO 1)
TOV QAPLOKOTOLd GOC.

4. MBavég avemOBOUNTES EVEPYELEG

Onwg 6A0 T0. pAPLOKO, £TCL KOL 0VTO TO PAPUOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALoVTaL GE OAOVG TOVG AvOpMITOLC.

Yropatiote va moipvers to Lenalidomide Accord ko emoke@teite apicmg évay ylaTpo, av
TAPUTIPNCETE OTOLAONTOTE U0 TIS TUPUKAT® cofapéc avemBouNTEG EVEPYELES — NTTOPEL VO,
xpealecte eneiyovoa woTpikn mepi@aiyn:

o  Kvidwon, eEavOnquata, TpREWO TV HOTIOV, TOL GTOLOTOG 1] TOV TPOCSHTOV, SVGKOAIN GTNV
avamvon 1 ayovpa, To 0moio EVOEXETAL VA EIVOL COLTTOUATO GOPAPOV THTOV AALEPYIKDV
avTIOPACE®V TOL OVOUALOVTOL CLYYELOO0ION IO KOl OVOLPUACKTIKY OVTIOPOoT).

e Mo cofapn adriepyikn avtidpacn mov uropei va Eexvioel og e£AvOn U o€ po TEPLoyn ALl va
emektofel e EXTETOUEVT OTOAELD FEPUOTOG O OAOKANPO TO cdpa (cOvdpopo Stevens-Johnson
N/kon To&Ikn emdepkn vekpolvon).

e Atdyvto €£dvOnpua, vymAn Beprokpacio cOUATOC, avéENcelg NTATIKGOV EVEOIL®VY, OVOIOAIEG GTO
aipa (Mocwoeiiia), S10YKOUEVOL AEUPUOEVES Kol GUUUETOYT GAL®DY OpYAVOV TOV CAOUUTOG
(popLOKEVTIKY OVTIOPOOT HE NOCIVOPIALD KOl GLGTNHATIKG GUUTTMUOTO, 1] 0TToio £ivol emiong
yvoot] g DRESS 11 cuvdpopo vrepevaucinoiag oe gdppako). BAéne enione mapdypapo 2.

Evnuepaote apéomg Tov Y1oTpo 60G oV TOPUTNPGETE 0TOLOONTOTE 00 TIS TUPUKATO GOPapég

avemBopunTEg evépyELEG:

o Tlvpeto, piyn, m6VO 61O Aapd, Prxo, EAKN 6TO GTOLA 1] OTOLAONTOTE GAAL GUUTTMIATO AOTU®ENC
coumePAaUBavoprEVIG EVTOC TNG KUKAOQOPiag ToVL aipotog (onyorpio)

e  Awoppayio 1 LOAOTESG XOPIG VA VITAPYEL TPOVHATIOUOG

e [I6vo oto othfog 1| oto OO
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e  Avcmvow
e Ootwkd movo, Poikn advvapia, chyyvon 1 KOTWGCT TOL UTOPEL Vo 0PeiAovVTaL GTO LVYNAO ENITEDO
acPeotiov 610 aipa.

To Lenalidomide Accord pmopei va peuwcetl Tov aplfpd Tov AEVKOV GocQapimy Tov KOTOToAEHoHY
TIC AMomEetg, kot Tov aptipd Tov aipocealpiov tov fonbdodv oty &N Tov aipatog (apoTeETIAMA),
yeYovHG OV UIoPEl VoL 00N YNOEL GE OUOPPAYIKES OLOTAPAYES, OTMG PLVOPPOYIES KOl LOANOTEG,

To Lenalidomide Accord umopei eniong va. Tpokaiécst Opdpupoug aipartoc otic eAEPec (Opoupwon).

Alreg avemMOVUNTES EVEPYELEG

Eivar onuoavtikd va onuetndel 6tt évag puikpog aptBpog achevov evdéyetar vo avarntoéel Tpocbeteg
LOPQES KOopKivoy kot etvar Thavo 6Tt avtdg 0 Kivouvog pmopel va avéndel pe tn Aevalidopion.
2ovend®g o YaTpog oag Ba TPEmEL Vo AEI0A0YGEL TPOCEKTIKA T OQEAT KOl TOVG KIvOUVOLG dTav Gag
GLVTAYOYPOQPEL AEVOALSOUION.

oAb ovyvéc avemBounTeg evépysieg (evO€yeTal va ennpedoovy TePIocoTEPOVS amd 1 otovg 10

avOpOTOLG):

e  Meimon otov aptduod tov epubpdv alpoceapiov, 1 onoio UITopel Vo TPOKAAEGEL OVALLI0 TTOV
odnyel og KOT®Oo™ Kot advuvapio

e  E&avOnpoata, kvnopog

o Mvikég kpaumesg, HLIKN odvvapio, HUTKOS TOVOG, UDTKEG EVOYANGELS, 00TIKOG TOVOGC, TOVOG OTIG
apBpmoeLg, TOVOG oTN HEST), TOVOG GTOL GKPOL

e Tevikevuévo TpNnEo cLUTEPTAAUPOVOUEVOD KOt TOV TPNEILOTOS TOV XEPLDV KOL TV TOSIDV GUG

e  Advvapia, KéTwon

o [lupetdg Kot ypImmdOn COUTTOUATA, OTMG TVPETOG, LVIKOG TOVOG, TOVOKEPAAOG, TOVOG GTO QVTI,
Prixag kot piyn

e  Movdacpa, popunkioon 1 aicOnuo kabeov oto dépua, TOVol oTa ¥EPLa N To TOd, (AAN,

TPOLOG

Mewopévn 6pen, petaforég ot yebon

AvEnomn tov TOvov, Tov peyéBovg Tov GYKOoV, TOV KOKKIVIGHOTOG YOP® amd TOV OYKO

Andrel copatiKod Bapovg

Avcrotdtna, didppota, vavTia, EPETOS, TOVOS GTO GTOUAYL, GTOUNYIKOG KODGOG

XopnAd enimeda kaiiov 1 acfectiov Koy vaTpiov 610 aipa

Oupeoedng mov Aettovpyel AMyotepo am’ 0co Ba Enpene

[16vog ota mdd0 (mov Ba pmopovoe vo amoterel cupntopa Bpdpupwong), Tévog oto otnbog M

dvomvolo (Tov pmopel va, etvat cOPTTOO OpOUP®Y LITOG GTOVG TVEVIOVEC, Kol ovoudleTat

TVELLOVIKY] EUPOAT)

o  Aowméelg SAwV TV TOTOV, cupmepAapBoavouévng Aolpméng Twv KOATOV Tov TEPPAAAOVY TN

PO, Aolpméng TV TVELOVAOV KOl TOL AVAOTEPOV AVATVEVGTIKOD GUGTNHUOTOG

AvYorvow

Oapumnn dpaon

OolepOTNTA TOV HATIOV GOG (KATAPPAKTNG)

Neppikd TpofAnuato Tov TEPIAAUPAVOVY VEPPE OV dEV AELITOVPYOVV GOGTA 1] TOV OV UTOPOLV

va 510TPNooVV T PUGIOAOYIKN AEITOLPYiL

Mn @UG1OAOYIKA UTOTEAEGILOTO NTOTIKAOV SOKILOGLDY

e A¥GENON OTIG TYWEC TOV ATOTEAEGUATOV NTATIKOV SOKILOGIOV

Metapoléc o€ o TPOTEIVN 6TO aipa ToL PToPEl VoL TPOKAAEGEL SIOYKMGT TV OPTNPLOV

(ayyeitidn)

Av&noelg ota enimeda cakyapov oTo aipa cog (Oafntng)

Mewwoelg ota enineda Gokyipov GTO Ol GOG

ITovoxépaiog

Pwoppayia

Enpodeppio

Koatd0iyn, petaforn g 6160eomng, duckorio oTov HITVO
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Biag

[Ttwon g aptnprokmg tieong

Ampocdidpioto aichnuo copatiking duopopiag, aichno SLGAPEGTNG COUATIKNG KATACTAONS
Dreypovmdelg TAnyég oto oTOUA, ENpocTopia

Apuddtmon

Yoyvég avembounteg evépyeteg (evoéyetan va, ennpedcovy g kKot 1 atovg 10 avBpdmovg):

Kotaotpoen epubpadv apoceaipiov (aptoAvTikn ovaipio)

Op1op€vol TOTTOL SEPUATIKAOV OYKMOV

Ayoppayio T@V 00A®V, TOL GTOUAYLOD 1] TOV EVIEPDV

Avénuévn mieon Tov aipatog, apyog, YPNYopoS 1 akavOvVIGTOS Kapdlakog puiuog

Avénon oty TocHTNTA HI0G OVGIOG TOV TPOKVTTEL OO T PVGIOAOYIKT KOt T LI PUGIOAOYIKT|
dldomaon Tov epuipmdV aoceapinV

AvENoN €VOG TOTOV TPOTEIVIG TOV VTTOJEIKVOEL PAEYLOVT] GTOV OPYOVIGUO

2K00pOG YPOUATICUOS TOV SEPUATOS GOC, YPMUATIKY 0AALOIMOT] TOL SEPUATOC GOG TOL OPEILETOL
o€ apoppayio KAT® omd ovTod, ToL GVVNOWOE TPOKOAEITAL OO LOAMTES, TPNELO TOL OEPUATOG
OV TTEPLEYEL OO, LDOAMTOG

AvENOTM TOL OVPIKOVL 0EEOG GTO O

Agppotikd eEavOnuata, KOKKIVIGUO TOV 0EPUATOC, POYUIES, ATOAETION 1) EEQAOVIIGLLO TOV
O€PLOTOC, KVIdmOT

AvEnuévn eeidpwon, VoxTePIVOl 10pMTEG

AvckoAia KaTAmooNng, TOVOS 6TO AU, SUGKOALN LE TNV TOLOTNTO TN POV N LETAPOAEG TNG
POVAg

Zovayt

[Moapaywyn ToAd peyaAdtepnc 1 TOAD HIKPOTEPNG TOGOTNTAG OVPMOV ATd TO cLVNOIGUEVO 1)
advvapio EAEYYOV TNG 0VPNONG

AmofoAn aipatog pali pe o ovpa

Avcmvola, e01Kd KaTd TNV KaTaKAo™ (To 0moio Oa pmopovce va omoTelel COUTTOUO KOPIOKNAG
OVETAPKELOC)

AvckoAia oty enitevén oTooNg

Eykepolikd encio6o10, Mmobupia, iAryyog (TpoPAnUa e TO ECOTEPIKO QT TOL 00N YEL OE
aicBnon o0t 6Aa yopilovv), TpocwpIvi] OTOAELN GLUVEIONONG

[T6vog otov Bdpaxa Tov eEUTADVETOL GTA XEPLA, TOV AVYEVA, TN YVAB0, TNV TAGTN 1| TO CTOUAYL,
pe aicOnon Wwpmta Kot dvonvolag, aichnorn vavtiog 1 EUETO, TA OO0 EVOEYETOL VO, ATOTEAOVY
CUUTTMOUOTO KAPILUKNG TPOSPOANS (EULPPaypo TOV HVOKAPSiIo)

Mvikn advvapio, EALEIYN EVEPYELOG

[Tovog otov avyéva, TOVOg 6ToV Bmpaia

Piyn

Adykwmon apBpwong

Apyn N epmodiO eV pon TNG YOANG ATO TO NTOP

XopnAd eninedo pGEOPOL 1| LoyvNGiov 6TO oo

Avckolia oty opidial

Hratum PAGpn

Meiopévn 1ooppomia, SuoKoAio oTNV Kivion

Koewon, kovdovvicpa ot avtid (eppoic)

Nevpikdc Tovog, SuGAPESTN U PLGIOAOYIKN aicOnon, Wiaitepa 6To Ayylypa

YrepPoAkr] TOGOTNTO GONPOL GTOV OPYUVIGUO

Alya

X0yyvon

IMovédovtog

[tdom mov pmopel vo 00N yNOEL GE TPOVUATIGUO

Oyt ovyvég avemOOUNTES EVEPYELES (eVOEYETAL VO EMMpedoovy Em¢ Kat 1 otovg 100 avBpodmovg):

Awoppayio evtog tov Kpaviov
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Kvrhopopikd mpofinuato

AndAeld 6paong

Andrea oeEovaiikng emBupiag (YEVETHO0G OPUNC)

Hopaywyn peyding TocodTnTOG 00p®V HE 06TIKO TOVO Kol advvapia, To onoio Ha uropodoe va

omoTeEAEl GOUTTOUO oG VEPPIKNG dtatapoyns (cuvopopo Fanconi)

o Kitpivog ypmUATIGHOG TOV OEPUOTOC, TV PAEVVOYOVI®MV DUEVOV T} TV 0PBOALOVY (IKTEPOG),
AVOLYTOYP MU KOTPOVE, CKOVPOYPOMUE 0VPO, KVNGLOG TOL dépatoc, e€avinua, Tévog 1 Tpnéio
TOV GTOUMYOV — OVTA EVOEYETOL VO ATOTEAODV GUUTTOUOTO PAGPNG TOV NTaTOG (NTOTIKA
dtotapoyn)

e [I6voc 6To oTOUAYL, LETEWPIOUOG 1 S1dppota, T OTTOi0 EVOEXETAL VO EIVOL CUUTTOUATO
QAEYLOVIG TOV TTOXE0G EVTEPOD (TOV OVOUALETAL KOAITIOO 1] PAEYLLOVH TOV TLPAOD)

e  BAG4PN ota kuTTOPL TOV VEQEPOV (OVOLALETOL VEKPWOGOT) VEQPPIKDY GOATNVOPI®DV)

e  Metafoléc oT0 YpdU TOV EPUATOS GAC, EVUITONGIN 6TO NAIKO PMC

o XOvdpopo ADong OYKov — HETAPOAIKEG EMTAOKEG TTOL UTTOPEL VL TPOKVYWOLV KaTd T Oeparmeio
TOV KOPKIVOL Kol HEPIKEG POPEG Ao Kot Xwpig Oepameio. AVTEG Ol EMTAOKEG TPOKAAOVVTOL
OO T, TPOTOVTA ATOSOUNONG TOV KOPKIVIKOV KLTTAP®V ov medaivouy kot umopel vo
ephapfavouv ta axodAovba: petaforéc otn ynueio Tov AipaTog, VYNAO KOAMO, POGPOPO,
oVpkd 0&D KoL aUNAS acBESTIO, 0ONYDVTAG KOTA CUVETELD, GE UETAPOAEG GTN VEQPIKN
Aertovpyia, Tov Kopdlakd TaAUd, 68 CTAGHOVS Kat, EVioTe, o€ Bdvarto.

e Av&nom g apTNPLOKNG TECTG OTO ALOPOPO. AYYEIX TOV TPOPODOTOVY TOVG TVEVILOVEG

(Tvevpovikn vaéptaocn).

Mn yvooetéig avemOopnTteg evépyeieg (n ocuyvotnto dev pmopet vo, ektiun0el pe faon ta daubécia

dedopévar):

e Apvidlo ) o aALG EMOEVOVUEVO TOVO GTO v PEPOC TOV GTOUGYOV KOUT OTNV TAATH, O
oTto{0G TOPAUEVEL Y10 LEPIKEG NUEPEG, TOAVOV GVVOOEVOLEVOS OO VOVTIN, ELETO, TUPETO KO
TOYD GOUYUO. AVTE TO GUUTTOUOTE EVOEXETOL VO, OQEIAOVTOL GE PAEYIOV] TOL TOYKPEATOG.

e Xuprypo, dSvokoiio katd TNV avamvon 1 ENpo Prixa, Tov EVOEXETAL VO ATOTEAOVY GUUTTOUATO,
OV TPOKAAOVVTOL OO PAEYLOVI TOV 1GTOV TV TVELUOVOV.

e 'Eyovv mapoatnpnbei ondvieg TEpITOOELS H1A0TAONG TOV HLGV (LVTKOC TOVOG, advvapia )
TPNELL0) oL Uopel va 0dN YooV G€ vePpikd TpoPAnuata (pafdopvoivcn), oploiéves omd
OVTEG OTOV 1) AEVOAOOUION Yopnyeital Le otativn (€vag TOTOG POPUAKOV TOV UEIDMVEL TN
YOANGTEPOAN).

e M katdotoomn mov ennpedlel To dEPLLO, 1 OTOl0 TPOKOAEITOL OO PAEYLOV TOV LIKPOV
alpoPopmv ayyeiov, poll pe Tévo otig apbpmaoelg kot Tupetd (AEVKOKLTTOPOKANGTIKY
ayyeutida).

e  A4oTOoN TOV TOYDOUOTOS TOV GTOUAYOV 1) TOL EVIEPOL. AVTd Pmopel va 00N YNOEL GE TOAD
cofapn Aoipmén. Evnuepmote tov y1atpod cog ebv eupovicete GoPopd TOVO GTO GTOUAYL, TUPETO,
vavTtia, £UETO, aipo oTo KOTPAVA GO¢ 1 OAAAYES OTIG GLVNBELEC TOV EVTEPOUL.

o Joyeveig Aotudéeig, copmepapPoavouévon tov épmnta (oatipa (YvmoTol eniong o¢ «ootnpay,
LG 10YEVOLG VOGOU OV TPOKAAEL ETMOLVO SEPUATIKO eEAVONLLA LLE POVOKAAES) KOl
emovepeavion g Aoipwéng amd nratitida B (n oroia propei va mpokaAécel KiTpiviopo Tov
OEPUOTOC KOl TMV LLOTLOV, KOPE GKOVPOYP®LLE 0VPa, GTOHAYIKO TOVO otr de1d TAELPA, TVPETO
Ko aicOnua vavtiog 1 adabecia).

e Ambppiyn HOGYEVUATOS GUUTAYOVS 0pYavoL (OTTwS VePPOoL, KApOldg).

Ava@opd avemOOunTOV vePyELOV

Edv mapatnpnoete kdmoo avemBOUN T EVEPYELD, EVILEPDGTE TOV YIOTPO, TOV QAPLOKOTOLO 1| TOV/TNV
VOGOKOHO cag. AvTtd oyvet kot Yio kdBe mbavn avemBountn evépyeLd TOL OEV AVAPEPETAL GTO TOPOV
@OALO 0OMYIDV YprionG. Mmopeite emiong va avapépete avemBounteg evépyeleg omevbeiag, HEGm Tov
€Bvikod cuoTiHaTOg OvaPopAs Tov avaypdeetal oto Hapdptnua V. Méowm g avapopis
AVETIOOUNTOV EVEPYEIDV Umopeite va. fonBNceTe 6T GLALOYN TEPICTOTEPMV TANPOPOPLOV CYETIKE
LE TNV 0OPAUAELD TOV TAPOVTOG PUPHAKOV.

5. IIog va pvidseete To Lenalidomide Accord
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To @appoko ovtd TPETEL VO PLUAACGETOL GE PEPT] TOV deV TO PAETOVY Kol dgv TO POAvVOLY Tl
TodLd.

Na pn xpnoponoteite ovTod T0 PAPLOKO LETE TNV Mpepounvia AENG TOL OVOQEPETOL OTO KOUTI
Kol oty KuyéAn petd v Evoelén «EXPy». H nuepounvia Anéng ivar 1 tedevtaio nuépa Tov
U1VOL TOL OVOPEPETOL EKEL.

Agv vITapyovV EIBIKEC 001 YieC SLOTNPNONE Y10, TO PAPUAKEVTIKO TPOTOV LTO.

Na un ¥pMnoonoteite ovTod T0 PAPLOKO 0V TapATNPNOETE TVYXOV PBoPA 1 Tyvn mapafioong ot
GLOKELOGIL.

Mnyv metdite APROKO GTO VEPO TNG ATOYETEVOTNG 1] 6TO OKLOKE amoppippato. Potiote tov
POPUOKOTOLd GOC Y10 TO TMOG VO TETAEETE TO PAPLLOKO TTOV OEV YPNOLUOTOLEiTE o AvTd TOL
pétpa Bo fonbncovv 6NV TpocTtacic Tov TEPPALAOVTOC.

6. Iepreydpevo. TG GVOKEVOGING KOl AOTES TANpOPOpPiEs

T agpréyer to Lenalidomide Accord

Lenalidomide Accord 2,5 mg oxAnpd konydiio:
. H dpaoctikni ovesia eivar n Aevaiidopion. Kabe kaydkio mepiéyet 2,5 mg Aevoloopiong.
. Ta dAlo cvotatikd givar:
- TEPLEYOUEVO KOWYAKIOV: AoKTOLN, IKPOKPVGTOAALKT] KUTTOPIVY], VOTPLOVYOG SLUGTOVPOVUEVN
KapUeAAOLN, KOAAOELWDES AvudPOo 0EEISI0 TVPLTION, GTEATIKO [LOYVIGLO.
- K€APog Tov koyakiov: Cehativn, pédav o&gidto Ttov adnpov (E172), d10&eidio Tov titaviov
(E171)
- UEAGVL EKTOTOONG: LOOPO Kol TPAGIVO LEAAVL (TTOV TEPLEYEL KOUUEN AGKKOG,
npomvievoylokoAn (E1520), uélav o&eidio tov o1dnpov (E172), kitpvo o&eidio tov oidnpov (E172),
dro&eido tov trraviov (E171), wdwokapuivio (E132) kot vopo&eidio Tov Kariov)

Lenalidomide Accord 5 mg okAnpd konydico:
. H dpaoctikni ovsia eitvar n Aevaiidopion. Kabe kaydiio mepiéyet S mg Aevaiidopiong.
. Ta dAAo cvuoTaTIKA Elvat:
- mEPLEYOUEVO Kayakiov: AakToln, LMKPOKPVGTAAAKT KOTTOPIVY, VOTPLOUY0C S10GTOVPOVLEVT
KapUeAAOLN, KOALOEWES AVVdPO 0EEIDI0 TLPLTION, GTEATIKO [LOYVIGL0.
- KEALPOC TOV Kayakiov: (glativn, 610&€1d10 Tov Titaviov (E171)
- UEAGVL EKTOTTOONG: LODPO KOL TPAGIVO LEAGVL (TTOV TTEPLEXEL KOUUED AAKKOGC,
npomvievoylukoAn (E1520), pélav o&eidio tov o1dnpov (E172), kitpvo o&eidio tov oidnpov (E172),
d1o&eido tov trtaviov (E171), wdwokapuivio (E132) kot vopo&eidio Tov Kariov)

Lenalidomide Accord 7,5 mg okAnpd konydikio:
. H dpaoctiki ovsia eivar n Aevaiidopion. Kabe kaydkio mepiéyet 7,5 mg Aevoloopiong.
. Ta dAla cvotatikd givat:
- TEPLEYOUEVO KOWYaKiOV: AaKTOLN, IKPOKPVGTOAALKT KUTTAPIVY], VATPLOVYOG SLUGTOVPOVLEVN
KapUeAAOLN, KOALOELWES AVVdPO 0EEIBI0 TLPLTION, GTEATIKO [LOYVIGLO.
- KEALPOC TOV Kayakiov: (elativn, epuBpd o&eidio Tov cidnpov (E172), d10&gidto Tov Titaviov
(E171), wodwokappivio (E132)
- UEAGVL EKTOTTOONG: LODPO KOL TPAGIVO UEAAVL (TTOV TTEPLEXEL KOUUED AAKKOGC,
npomvievoylukoAn (E1520), uélav o&eidio tov o1dnpov (E172), kitpvo o&eidio tov oidnpov (E172),
d1o&eido tov titaviov (E171), wdwokapuivio (E132) kot vopo&eidio Tov Kariov)

Lenalidomide Accord 10 mg oxAnpd kaydxio:
. H 6paoctikni ovsia eivar n Aevaiidopion. Kabe kaydkio mepiéyet 10 mg Aevaiidopionc.
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. Ta dAAla cvoTaTiKA Eiva:

- mepleyOUEVo Koyokiov: AakTolr, LKPOKPUGTUAAKT KOTTAPIVN, VATPLOUY0G
SooTawpodpeEVN KapUeALOLN, KOALOEWES Gvudpo 0&eidio TuplTiov, GTEATIKO HoyVIolO.

- ké\eog Tov koyakiov: Cehativn, wotkokappivio (E132), kitpvo 0&gidio tov G1d1pov
(E172) ka1 610&€idio Tov tiraviov (E171)

- peAdvi ekTHTOOoNG: LoPOo Kol TPACIVO HEAAVL (TTOV TTEPLEYEL KOUUED AAKKOGC,
npomvievoylukoAn (E1520), uélav o&eidio tov o1dfpov (E172), kitpvo o&eidio Tov
ownpov (E172), d10&eidio tov Titaviov (E171), wdwokappivio (E132) kot vdpo&eidio Tov
KaAlov)

Lenalidomide Accord 15 mg oxAnpd Koyakio:
o H dpaoctikn ovoia eivar n Aevaldopion. Kabe koydxio mepiéyet 15 mg Aevoidopiong.
. Ta Ao cuoTOTIKA Elva:

- TePlEXOUEVO KOyaKiov: AakToln, LIKPOKPLGTUAALKT KUTTOPIVI), VOTPLOVYOG OLUGTOVPOVLEVN
KapUEALOLN, KOALOEWDES AvdpOo 0EE1B10 TTupLTion, GTEATIKO LayVIGl0.

- K€APog Tov Koyaxiov: Lehativn, epBpod 0&eidio Tov odnpov (E172), kitpvo 0&eidio Tov
ownpov (E172) kai 610&gid10 Tov Titaviov (E171)

- HEAAVL EKTOTTOOTG: LOPO KOL TPAGIVO UEAAVL (TTOV TTEPLEXEL KOUUEN AAKKOG,
npomvievoylukoAn (E1520), uélav o&eidio tov o1dfpov (E172), kitpvo o&eidio Tov
ownpov (E172), d10&eidio tov trtaviov (E171), wdwokapuivio (E132) kat vdpo&eidio Tov
KaAlov)

Lenalidomide Accord 20 mg oxAnpd Koyakio:
J H dpaotikn ovsia givar | Aevatidopidn. Kébe kaydxio mepiéyet 20 mg Aevaridopiong.
. Ta dAla cvotatikd givat:

- TepleEXOUEVO KoaKiov: AakToln, LIKPOKPLGTUAALKT KLTTAPIVI), VOTPLOVYOG OOGTOUPOVLEVN
KapueALOLn, KoALoEWEC Avudpo 0EEid10 TupLTiov, GTEATIKO LayVIGlO.

- kéALQOg Tov Kayakiov: {elativn, wdikokappivio (E132), kitpivo 0&eidio tov odnpov (E172)
Kot 010&eidio tov titaviov (E171)

- HEAAVL EKTOTTMOOTG: LOPO KOl TPAGIVO LEAAVL (TTOV TEPLEXEL KOUUEN AAKKOG,
npomvievoylukoAn (E1520), uélav o&eidio tov o1dnpov (E172), kitpvo 0&eidio Tov
ownpov (E172), d10&eid10 tov Trtaviov (E171), wdwokapuivio (E132) ko vépo&eidio tov
KaAiov)

Lenalidomide Accord 25 mg oxAnpd konydxio.:
. H dpaotikn ovoia givar ) Aevaiidopidn. Kabe koydkio mepiéyet 25 mg Aevaldopiong.
. Ta dAAo cuoTaTIKA Elvat:

- TEPLEXOUEVO KO AKIOV: AaKTOLN, LIKPOKPLGTUAALKT KUTTAPIVT), VOTPLOVYOG SLUGTOUPOVLEVN
KappueALoln, KoALoeEg avodpo 0&eidlo TuptTiov, GTEATIKO LayVIGLO.

- k€\pog Tov koyakiov: Lehativn, d1o&gidio tov titaviov (E171)

- HEAGVL EKTOTTOONG: LoPO Kot TPAGIVO PEAAVL (TTOV TEPLEYEL KOUED ACKKAG,
npomvievoylukoan (E1520), uérav o&gidio tov odnpov (E172), kitpivo 0&eidio tov
owdnpov (E172), d10&eidio tov trtaviov (E171), woikokapuivio (E132) kot vdpoéeidto tov
KaAiov)

Epg@évion tov Lenalidomide Accord ka1 wepieyépeva g 600KEVOGIAG

To Lenalidomide Accord 2,5 mg givar okAnpd koydxio Cehotivig peyéboug «5», uikovg nepimov
11,0 mm éwmg 11,8 mm, pe yKpt KAADUUE KOl ad10QAVEG AEVKO GO0, LE TUTOUEVT TNV EVOEIEN
«LENALIDOMIDE» 610 KGADUUO LE LoOPO XPpOUa Kol TNV EVOEIEN «2.5 mE» TUTOUEVN GTO GOUN LUE
TPAGIVO PO, TOV TEPIEYEL AEVKT| £0C VITOAEVKT] KOVL.
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To Lenalidomide Accord 5 mg givar okAnpd xoydxio (elotivng peyédovg «S», unkovg mepimon

11,0 mm éwg 11,8 mm, pe adtopovég AEVKO KAADUUO KoL GO0, LLE TOTMUEVT TV EVOEIEN
«LENALIDOMIDE» 6t0 KGADUUO LLE LODPO XPpDUO Kol TNV EVOEIEN «5 ME» TUTOUEVT] GTO OO0 LUE
TPAGIVO YPAOLA, TOV TEPIEXEL AEVKT| €M VTOAEVKT KOVL.

To Lenalidomide Accord 7,5 mg givan oxAnpd koydkio Cehativng peyéboug «4», ukovg mepimov
14,0 mm £wg 14,8 mm, pe adtaQoavEC MAG KAAVLLO Kot adlopavEG AEVKO GO0, LE TUTOUEVT TNV
évoelEn «LENALIDOMIDE» 610 kdAvppa e padpo ypdpo Kot tny Evoeiin «7.5 mgy Tum®puévn 61o
GO0 LE TPACIVO YPDOLA, TOV TEPLEYEL AEVKT £1C VTTOAEVKN KOVL.

To Lenalidomide Accord 10 mg givat oxinpd koydxkio {ehativng peyéboug «3», uikovg Tepimov
15,4 mm ¢wg 16,2 mm, pe KGAVULO XPDOUOTOS TPAGTVOL TOV GVAAOD KOl Ad10POVES AEVKO GO, LIE
tonopévn v évdeln « LENALIDOMIDE» oto kdAvppa pe povpo ypodpo kot v Evoelgn «10 mg»
TUTOUEVT] GTO COUN LE TPACIVO YPDLLO, TOV TEPLEYEL AEVKT MG VITOAELKT KOVL.

To Lenalidomide Accord 15 mg givatl oxAnpd koydkia {ehativng peyéboug «2», uikovg tepimov

17,4 mm ¢wg 18,2 mm, pe adtopovég TOPTOKUAL KEAVUUO Kot Ad1PaVEG AEVKO GAOUO, LE TUTOUEVT TNV
évoelgn «LENALIDOMIDE» 610 KGAUDULO e Lopo YpodLa Kot TV £voeiin «15 mg» turopuévn 610
OO0 PLE TPACIVO YPDLUA, TOL TEPLEYEL AEVKN MG VITOAELKT] KOVL.

To Lenalidomide Accord 20 mg givatl okAnpd koydkia {ehativng peyéboug «1», uikovg tepimov

19,0 mm £w¢ 19,8 mm, pe ado@oavig TPAGTVO KAAD UL Kot 0d10povEG AEVKO GO, LE TUTOUEVT] TV
évoelgn «LENALIDOMIDE» 610 KGALULO e LopOo YpOLa Kot TV £vieln «20 mg» turmpévn 610
COUO PLE TPAGIVO YPDLO, TOV TEPLEYEL AEVKT £MG VITOAEVKT] KOVL.

To Lenalidomide Accord 25 mg givatl oxdnpa koydkia {ehativng peyédovg «0», uikovg tepimov

21,0 mm éwg 21,8 mm, pe AeVKS ad10QAVEC KAAVUUO, KO GOUM, UE TUTOUEVT TNV EVOEIEN
«LENALIDOMIDE» 610 KGALUUA [LE LODPO XPOLO, KoL TNV EVOELEN «25 mE» TUTOUEVT] GTO COUO, LIE
TPAGIVO YPDOU, TOV TEPLEYEL AEVKN £10G VITOAEVKT KOVL.

Ta oxdnpd kaydkio Lenalidomide Accord dwatiBevion og didtpnn cvokevacia blister (Koyéing)
arovpviov OPA-AL-PVC/aiovpviov povédwv d6onc.

Yvokevacia tov 7x1 1 21x1 kayaxiov.

Mmropei va unv KoKAOQPOPOLY OAEG Ol GUGKEVAGIEC.

Kéroyog Aderag Kvkrhopopiog

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 62 planta,

08039 Barcelona,

Iomavia

Hapackevaotig

Accord Healthcare Limited

Sage House, 319 Pinner Road, North Harrow, Middlesex, HA1 4HF
Hvouévo Baciielo

Pharmadox Healthcare Limited

KW20A Kordin Industrial Park,
Paola PLA 3000, MdAta
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Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice, TTormvia

Accord Healthcare B.V.,

Winthontlaan 200,

3526 KV Ovtpéytn

OAavdia

To wapov OAL0 00N YIOV YprioNS avaBep1OnKke Yo TELEVTOIO POPd 6TIG
AlLreg TYEG TANPOPOPLAOV

Aemtopepeic TAnpopopieg Yo 10 pappoKo avtd givot dabfécyeg oto dktvako Tomo Tov Evponaicon
Opyavicpov Ooppdxmv: http://www.ema.europa.eu/.
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